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Tus PAPER reports on our findings of EEG studies in allergic dis- 
orders in 154 cases of migraine and 140 cases of asthma. 


THEORETICAL CONSIDERATIONS 
-_ The cortical electrical activity by which EEGs enable us to record is itself 
controlled by centres in the diencephalon. 

There is much experimental work which indicates that there is inter- 
action between allergic phenomena and activity of the nervous centres, 
and particularly of the autonomic system. However, the role of the nervous 
system in allergy is not well understood, nor can allergic disorders be 
closely correlated with disturbances of the nervous centres. 

A. Szentivanji and J. Szekely have shown that in guinea pigs bilateral 
destruction of the tuberal region of the hypothalamus protects the animals 
against anaphylactic shock. 

They concluded that antibody production in these animals was signi- 
ficantly reduced, and that the second, nonspecific, phase of anaphylactic 
shock was modified and due possibly to increased histamine resistance. 

In recent years, physiological experiments and localizations carried out 
during neurosurgical operations have tended to invalidate the concept that 
the autonomic nervous system is quite independent of the central nervous 
system, and also the concept that the actions of the sympathetic and 
parasympathetic systems are essentially antagonistic. 


From the University of Marseilles EEG Laboratory (Professor H. Gastaut). 
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of the central nervous system there are other pathways and mechanisms 
located in the brain stem reticular structures which receive collaterals 
from the major systems and which co-ordinate and regulate their action. 
In this system the distinction between efferent and afferent pathways is 


_ psychological activities, intermingle. 


_ Fig. 1. Lateral view of a monkey’s brain showing 
tll ascending reticular system of the cerebral stem 
receiving collaterals from the specific systems and send- 
ing projections to the hemispheres. 


This system, identified by Magoun and Jasper within an enormous mass 
of neurones, starts from the bulbo-protuberant region to reach the hypo- 
thalamus and thalamus (Fig. 1), It can, at the same time, and often 
from the same part of its structure, control sensory, motor, autonomic, 


There is considerable clinical and experimental evidence that autonomic 
functions influence and are represented throughout the central nervous 
_ system, including its most highly developed regions. 


% and autonomic functions has interested many workers. Dell has stated 
that the sympathetic activity which accompanies moments of tension is 
stimulated from the most anterior and ventral regions of the reticular 
system. 

EEG tracings from animals which have undergone elective destruction 
of the reticular system show the phenomena of slow hypersynchronization 
> mapas Bowden and a whereas excitation of this system pro- 


observed in man with an excitation or depres- 
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Besides the well-known motor and sensory tracts and projection centres — 


blurred, and impulses which result from different somatic, autonomic and — 
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The relationship between electrical changes within the nervous centres _ 


make it attractive equate the and the 
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sion of the reticular system. Indeed, many workers have done so, par- 
ticularly Gastaut and his school. 


METHODS 


The EEGs were recorded on an Alvar apparatus of six, twelve and 
fifteen channels. Twenty-one electrodes in coupled shunts were used 
with different types of longitudinal and traverse leads, and all regions 
of the scalp were explored. For activation tests we used three minutes 
hyperventilation and five minutes photic stimulation with a frequency 
varying between three and five stimuli per second. 


Fig. 2. Example of asymmetry of alpha rhythm due to greater amplitude and 


smaller modulation on the migrainous side. a See 
MIGRAINE 
Ferris and Romano (1945) showed that EEG changes occur during 
the phase of scintillating scotoma in migraine, and that they disappear 
when the scotoma give place to headache. The occurrence of symmetrical _ ; == 
and asymmetrical dysrhythmias has often been described (Strauss and ~~ 
Selinski, Solomon, Harris and Hunt, Dow and Whitty). a 3 
Weil has described a clinical type of migraine which he calls dys- ms 14 
rhythmic migraine because he found it to be associated with EEG tracings __ oe 
which showed a generalized slow dysrhythmia. He found this type of 
migraine to be often associated with aphasia and syncopal attacks, and = * 


that it responded to phenobarbital or hydantoinates, but not to dihydro- | “ 


ergotamine. 
Our studies have been of migrainous subjects between attacks. A full oe 
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neurological examination in each case showed no organic cause for the 
migraine. Most subjects seemed anxious and oversensitive, and they over- 
responded to sensory stimuli; insomnia was common, and some were in 
a depressive state. Four gave a past history of epilepsy. The total of 


Fig. 3. Example of “desynchronized” tracing. A: 
note extreme flatness of fundamental rhythms in spite 
of the utilization of great amplitude. In B, resynchroniza- 
tion of the tracing under the effect of rhythmic photic 
stimulation. 


154 cases consisted of three girls, thirteen boys, eighty-seven women 
and fifty-one men. Eighty of the adults had headaches only, sixteen had 
associated visual phenomena (“migraines ophtalmiques”) and thirty-two 
also had sensory disturbances or aphasia —_— accompagnées’”’). 


= 


RESULTS 


= 
A We found eight types of EEGs: 


Forty-nine cases with normal alpha 
2. One case with normal EEG tracing but developed important frontal 
irradiation to fepenter photic stimulation. 
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3. Nine cases with asymmetrical alpha rhythm showing higher ampli- 
tude and smaller modulation on the migrainous side (Fig. 2). 


4. Thirty-seven cases had tracings of high frequency and low amplitude 


| 
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Fig. 4. Examples of normal and paranormal tracings. — 
In A, tracing with a bilateral synchronous alpha rhythm 
of normal amplitude. In B, association of posterior alpha 
frequencies and of Beta frequencies in the rolandic tracts. = 
In C, generalized fast tracings with (in the square) an 

aspect of “functional spikes.” 


school (le Nepvou de Carfort) which occur in generalized neuronal 
hyperexcitability. 

This was characterized by the following: short bursts with a fast 
dominant frequency of 15 to 20 c./s. and most of the time also associated 
with bursts of alpha rhythm; the absence of hyperpnea effects; the im- 
portant drive of the occipital rhythms by rhythmic photic stimulation 
which resynchronizes the tracings for a large range of frequencies of 
such photic stimulation, and, in addition, in some instances there may 
be an irradiation of such photic drive from the occipital to the frontal 
region, during which time the patient may also have myoclonic contrac- 
tions of his head muscles; and lastly by the existence of occipital peaks 
occurring when the patient first opens his eyes. 

5. Ten cases showed “rythme en arceaux” in the Rolandic areas—a 


frequency of about 9 c./s. alternating in most cases with a beta rhythm 
of double frequency. This was first recognized at Marseilles (Gastaut 
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) (Fig. 3). These resembled the “desynchronized” tracings of the Marseilles aoe 
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two. The rhythm is not affected by eye opening but is blocked if the 
subject performs an activity such as clenching his fists. 

Two of the ten patients in this group also showed desynchronization. 

6. Twenty-one cases with slow rhythm of theta or delta type. Bilateral 
synchronous abnormalities could be found which were often more pro- 
nounced on the migrainous side, to the extent of being almost unilateral 
in some cases. 


4 


Fig. 5. Left irritative temporal focus. Note the asymmetry between the two 
hemispheres, absence of alpha in the left, existence of left temporal continuous delta 
and theta anomalies with association of irritative elements of the type of spikes and 
slow spikes. 


7. Two cases had a basic rhythm of 8 c./s. which could be regarded 
as a minor manifestation of the slow synchronization found in the syn- 
drome of generalized neuronic hyperexcitability of the Marseilles school. 

8. Localized EEG abnormalities. In twenty-five patients, we also 
found localized peculiarities, such as fast rhythms with bursts of increased 
amplitude which resembled short peaks (Fig. 4). These peaks appear 
as a simple reinforcement of an increased local activity, and did not 
resemble those encountered in epileptic foci. 

However, in some rare cases we found larger peaks unrelated to the 
surrounding activity; they were eraped into short bursts and resembled 
irritative foci. (Fig. 5). 

3ut we never before observed foci such as are found in massive lesions 
in the hemispheres caused by softening of the brain or tumours. 


All of these localized abnormalities were more or less confined to the 
median or postero-temporal tract of one hemisphere. 
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CLINICAL SIGNIFICANCE OF THE EEG FINDINGS 


Two-thirds of our patients had abnormal EEGs; this is four times 
the frequency to be expected in an unselected sample of the population. 

Bilateral synchronous abnormalities were found in sixty of our patients. 
The clinical and experimental work referred to above makes it possible 
to postulate that they resulted from a dysfunction of the basal structures 
which ultimately determine cortical electrical activity. The tracings sug- 
gest that in our patients such dysfunction was of only minor degree. 

We found only three cases with EEGs resembling the dysrhythmic 
migraine, which is a far more important dysfunction. We thus found 
the condition to be less common than Weil, who identified eight cases in 
a series of eighty-three patients. 

Asymmetrical theta waves, virtually unilateral, were found chiefly in 
patients whose migraine was accompanied by ocular symptoms. The 
theta activity was generally more pronounced on the side which was 
customarily ‘affected during migraine. 

Uninterrupted alpha rhythm on one side only was rare (nine cases). 
This minor abnormality was not found in any of our asthmatic patients, 
not even in those who were also subject to migraine. In our opinion, 
this exaggeration of alpha rhythm on one side, its lack of modulation, 
results from circulatory disturbances. 

These disturbances may be the consequence, or, more likely, the cause 
of the migrainous attack. Allergic or psychosomatic factors may pre- 
cipitate the small vascular alteration, favoring the appearance of a 
migrainous attack. 

A tendency to the asymmetric was seen in some tracings showing bi- 
lateral synchronous abnormalities, and this also did not occur in our 
asthmatics. 

Organic peaks, indicating localized irritative foci, occurred in four 
patients, These peaks were all in the temporal region. We can suggest 
three possible explanations: (1) a focus unrelated to migraine, (2) a 
minor irritative focus resulting from repeated attacks of migraine, or (3) 
small vascular abnormalities which themselves predispose to migraine. 

We favor the third hypothesis. These foci resembled those of psycho- 
motor epilepsy, and it seems likely that a cortico-meningeal scar encircling 
meningeal vessels could be responsible for both epilepsy and migraine. 

Functional spikes were much commoner (twenty-one cases), and are 
more likely to indicate a minor irritative condition resulting from injury 
by repeated attacks of migraine. 


GENERAL CONCLUSIONS 


Bilateral synchronous abnormalities are often encountered in migrain- 
ous subjects, as they are in normal subjects, but with migraine, a marked 
tendency to unilateral predominance is frequently present. 
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marked and localized. They probably result from repeated vasomotor 
_ disturbance during attacks of migraine, or they may indicate a vascular 
weakness which would favor the development of an allergic or psychoso- 
matic disturbance in the brain. The latter hypothesis suggests a possible 
mechanism by which allergic processes could take effect in a particular 
, part of the brain. 

ASTHMA 

y 

7 un EEG studies of children with allergic disorders have been made by many 
; workers (Rubin and Moses, Dees and Lowenbach, Chobot, Dundy, Pacella, 
Berman, Engel and Glaser in U.S.A.; Escardo, Vasquez, Bruera, Fracassi 
and Mosovich in Argentina ; and L. Grossi-Bianchi in Italy). EEG studies 
of asthmatic children have been made by Farrerons and his co-workers 
(Barcelona 1954), and of asthmatic adults by Leigh and Pond (London 
1956). 

Our study was of both children and adults with asthma. Our only 
criterion was that the patient had true asthma. 

We found that these patients, like the migraine group, often showed 
evidence of tension. Night terrors, nail biting, insomnia and very fre- 
quently, anorexia were present in nearly half the children, while some 
were sleep-walkers or presented behavior problems. The role of emo- 
tional upsets in precipitating attacks of asthma was evident both in 
children and adults. 

Seven adults and eleven children had a history of epilepsy ; eight children 
had suffered from convulsions, the father of one from both asthma and 
epilepsy, and the mother of another from epilepsy. 


The centres in the medulla oblongata which control respiration were 
first recognized by Flourens (1842). Recently, careful work by Santenoise 
has shown that the asthmatic subject has a hyperexcitability of the centres 
controlling the movements of the thoracic wall, and of the centres con- 
trolling pulmonary vasoconstriction. The action of these latter centres 
can obstruct the circulation through the small pulmonary vessels. Turner 
was able to show by chronaximetric studies of the respiratory muscles in 
asthmatic children that the dysfunction arises in the expiratory and in- 
spiratory centres, not in the peripheral muscles or neurones. 

In addition to the action of the bulbar and spinal centres, respiration is, 
of course, affected by cerebral activity, and by emotion, and can be modified 
at will. Recent work by Dell and Segundo has localized the cortical region 
concerned. 

Dell and Talairach showed that electrical stimulation of various sub- 
cortical structures during neurosurgical operations produces a slowing of 
respiration, or even apnoea. Other authors (Kremer in 1947, Ward in 
1948, Delgado and Livingston in 1948, Morin, Gastaut and Naquet) have 
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localized the cortical respiratory centres in animals, while Kaada and roe 
Jasper have shown that in man respiratory responses can be obtained 
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Fig. 6. Lateral (A), inferior (B) and median (C) 
views of the right hemisphere in man. On the external 
face the insula has been discovered by retraction of 
the fronto-parietal operculum and by horizontal section 
of the first temporal circonvolution. The black circles 
show the points whose electrical stimulation had caused 
a stoppage in expiration of breathing. Only local 
anesthesia has been utilized. (From Kaada and Jasper.) 


during neurosurgical operations by means of mechanical excitation of a 
the hippocampus, parts of the infero-temporal aspect of the temporal lobe, wa 


VotuME 18, May, 499 


& 


MIGRAINE AND ASTHMA—PANZANI ET AL 


and of the insula, mainly the anterior tract of the limbic convolution 
(Fig. 6). The response to such stimulation was either inspiratory, 01 
expiratory, but usually the latter. 

= _ These experiments have shown the importance of the rhinencephalon in 
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Fig. 7. Example of “slow synchronization.” In A, 


continuous slackened rhythm pertaining to the theta 
band (4 to 7 c./s.). In B, appearance of slow sine waves | 
at 3-4 c./s. as a result of hyperpnoea. 


the control of respiration. Gastaut has stated that the rhinencephalon 
can modify all the features of respiratory movements and that it probably 
acts through mesencephalo-ponto-bulbar centres. 

Thus the respiratory reflex arc can be affected by abnormalities at a 
number of sites. It is possible that attacks of asthma can themselves 
alter the action of the various respiratory centres by the development of 
anoxia or allergic edema. 

Faure and his colleagues found that after acetylcholine aerosols, guinea 
pigs presented a generalized vasodilatation in the rhinencephalon, lateral 
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thalamus, putamen and temporal cortex. This suggests that the develop- 
ment of a vicious circle may explain why some cases of asthma prove 


Fig. 8. Abnormal responses induced by rhythmic pho- 
tic stimulation. In A, anterior irradiation of the potentials 
evoked by rhythmic photic stimulation. In B, produc- 
tion of generalized polyspikes accompanied by clinical 


myoclonus of the face. In C, production of generalized 
polyspikes and wave formations. 


EEGS IN ASTHMA 
Adults.—Our 140 adults may be grouped as follows: forty-four with i st 
normal tracings, eighty-eight with minor EEG abnormalities, eight with 
major abnormalities resembling the EEGs of epilepsy. 


Minor abnormalities. There were seventy-five desynchronized tracings, =~ 
of which twelve also showed functional spikes, and twelve others, rythmes- 4 
en-arceaux. In six tracings, desynchronization and bilateral synchronous a 
theta rhythm were both present. a 

Two tracings showed isolated rythmes-en-arceaux. _ 

Eleven showed bilateral theta activity (Fig. 7). One showed continuous © 
8 c./s. rhythm resembling that found in the syndrome of slow synchroniza- - i. 
tion. = 

Major abnormalities. Of the eight patients in this group, two showed 7 a 
irritative temporal foci—one was a patient who suffered from grand 


mal and the other was clinically free from epilepsy. Six had tracings of ce 
generalized diencephalic epilepsy, and these were all in fact epileptic 
subjects. 
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a Children.—We studied 100 children, of whom forty had normal tracings, 

forty-two showed minor abnormalities, and eighteen showed major ab- 
normalities. 

Minor abnormalities. Nineteen tracings showed a basic rhythm which _ 
was faster than is normal for children, or desynchronization as we have 
defined it. Rythmes-en-arceaux were seen in one case, and another 
showed a frontal irradiated response with palpebral myoclonus to rhythmic 
photic stimulation. 

In twenty-three tracings, there was no constant and regular frequency, 
and the general rhythm was slower than is usual for children. 

Major abnormalities. Six tracings showed bilateral synchronous bursts 
of polyspike and wave activity during rhythmic photic stimulation (Fig. 
8) ; the background activity was a normal rhythm in five patients and slow 
synchronization in one. These patients were free from clinical epilepsy. 

In eight patients, the tracings were identical with those of generalized __ 
diencephalic epilepsy, and in two others, of temporal epilepsy. Only one | 
of these children was free from any clinical manifestation of epilepsy. 


ae DISCUSSION OF EEG FINDINGS IN ASTHM 7 


The desynchronized tracings and the syndrome of neuronic slit 
excitability which occurred in seventy-five adults and nineteen children 
indicate, as in the migraine subjects, a hyperexcitability of the structures 
which control cortical electrical activity. 

The tracings of slow dysrhythmic synchronization seem to indicate a 
more serious dysfunction of these regulatory structures, That this syn- 
drome was found more often in children than in adults suggests that it 
may be due to cerebral undevelopment. 

“Generalized convulsive tendency” was the label we gave to tracings 
showing spike and wave formations in response to rhythmic photic stimu- 
lation. Such cases have a rather low convulsion threshold, since rhythmic 
photic stimulation was sufficient to initiate bursts of bilateral synchronous 
spike and wave activity. 

These patients were all children who were not suffering from convulsions 
or typical epilepsy. The EEGs suggest a major dysfunction of the 
diencephalic structures, but one cannot affirm that the asthmatic attacks are 
of epileptic origin. Jackson, however, has suggested that a neuronic dis- 
charge at this level can precipitate an attack of asthma, while Trousseau 
in his time referred to pulmonary epilepsy. 

In twenty asthmatic subjects, we found typical EEG signs of diencephalic 
or temporal epilepsy: all but two of these patients suffered from clinical 
epilepsy—grand mal in thirteen cases, petit mal in three, and myoclonus in 
two. 

With the asthmatic as with the migraine subjects, the EEGs showed a 


disturbance of setae tie structures to be the rule in both children 
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and adults. With asthma, however, the EEG abnormalities were of much 
greater extent. 

It is possible that disorders of mesodiencephalic centres constitute one of 
the factors which predispose to asthma and should not be regarded as the 
product of asthmatic attacks. Of eighty patients whom we have followed 
for several years, sixty-three had tracings of desynchronization or slow 
synchronization which frequently persisted even after the asthma had 
ceased. EKG abnormalities remained unchanged both during attacks of 
asthma and during remissions. 

However, it is also possible to postulate a different explanation, namely 
that the mesoencephalic or temporal abnormalities are conditioned or exa- 
cerbated by neurological processes (edema of the brain, anoxia, action of 
acetylcholine Histamine and Serotonine occurring during the allergic 
paroxysm of asthma. ) 

The EEG abnormalities have disappeared in seventeen of the eighty 
cases we have followed. These abnormalities were as follows: ten EEGs 
of desynchronization (eight adults and two children) ; four EEGs of slow 
desynchronization, all in children; two EEGs in children which show 
the generalized convulsion tendency; and a temporal focus in a non- 
epileptic girl who was relieved of her asthma. 

If our belief is correct, that a major or minor dysfunction of the 
reticular substance predisposes to asthma, we can conclude that in some 
cases, especially children, the EEG abnormalities may be due to perturba- 


tions of the brain which disappear when specific allergic sensitivity is lost. 

However, we believe that usually both mechanisms operate, and that the 
repeated occurrence of allergic disorders in the brain may exacerbate an 
already existing dysfunction in a patient with an inborn tendency to 
mesodiencephalic disturbance. 


RELATIONSHIP BETWEEN MIGRAINE, EPILEPSY AND ASTHMA 


The frequency with which the specific EEG changes of epilepsy occurred 
in our allergic patients deserves comment, 


Migraine and Epilepsy—Turner (1907) found that 4.3 per cent of 
migrainous subjects had epileptic forbears, whereas Ulrich found the 
proportion to be 20 per cent. Cobbs found that 4.3 per cent of epileptic 
subjects also suffered from migraine. 

We found only four cases of epilepsy in our 154 cases of migraine— 
grand mal in one case and psychomotor epilepsy in three cases. None of 
them had epileptic forbears although one had an epileptic brother. All four 
had simple migraine, manifested by headaches only. 

Our observations in dysrhythmic migraine make it seem possible that a 
temporal epileptic focus can produce not only psychomotor epilepsy but 
also the angiospasm of migraine in subjects who have an inborn allergic 
or migrainous predisposition, as did two of our epileptic patients. 
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__- The co-existence of migraine and diencephalic epilepsy in one case out 


of 154 calls for no explanation, for it represents the expected incidence of 
the disorder in an unselected sample of the population. 


_ Asthma and Epilepsy—We found twenty cases of epilepsy in our 140 
asthmatics—a much higher incidence than we found in the migraine group. 

It seems that there is a relationship between asthma and diencephalic 
epilepsy; this might result from a single mesodiencephalic lesion capable 
of provoking either an attack of asthma or an epileptic fit. Some authors 
have even asserted that an attack of asthma could itself be an expression 
of epilepsy. 

We had only four cases of psychomotor epilepsy in our 240 cases of 
asthma, which does not suggest a special association between the two condi- 
tions. We would however, very tentatively suggest that asthma could be 
initiated by a paroxysmal discharge which on other occasions might result 
in psychomotor epilepsy. In fact, one of our female patients with a 
temporal focus was subject to attacks of asthma of very rapid onset. It 
is well known that the aura of a temporal fit may be accompanied by 
spasmodic coughing and dyspnoea. 

While asthma and epilepsy are distinct disorders, it seems likely that they 
interact, each exacerbating the other. In fact, anoxia and other changes 
in the blood chemistry produced by an attack of asthma may precipitate 


an epileptic fit. Certainly many of our patients had an increased number 


of fits at periods when their asthma was troublesome. 


Allergic Epilepsy.—Another possibility is that asthma is the primary 
condition and that an associated allergic edema of the brain would result 
in epileptic fits in subjects with low convulsion thresholds. This would 
lead on to the concept of:allergic epilepsy a concept whose validity we have 
not been able to test. However, we have in our series a child with an EEG 
temporal focus and who was subject to grand mal. The fits disappeared 
without anticonvulsant treatment during a clinical remission of the asthma. 
Unfortunately we could not obtain a second EEG. Another of our patients 
who has been followed since 1952, had a temporal focus, although she was 
free of epilepsy. The focus has disappeared, along with her asthma. 

Many workers (Claude and Montassut, Davidoff, Kopeloff, Segal, Alex- 
ander and Campbell, Ferraro, et al) have shown that in a sensitized animal 
the brain can be the seat of allergic processes, and even of the Arthus 
phenomenon. 

There is considerable clinical evidence of the existence of allergic 
epilepsy, but some workers deny its reality. Davidson has shown that 
allergic subjects have a greater than normal incidence of epilepsy in their 
familial history, and that the forbears of epileptic subjects have a greater 
than normal incidence of allergic disorders. 
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CONCLUSION AND SUMMARY 


EEG studies of 154 migrainous subjects and 140 asthmatic subjects are 
reported. 

The EEGs from the migrainous subjects suggested that there was fre- 
quently a hypoexcitability or a hyperexcitability of the subcortical struc- 
tures which regulate the electrical activity of the brain. 

We were able to identify three cases of the dysrhythmic migraine as 
described by Weil. 

In a small proportion of cases, we observed localized EEG abnormalities 
which could be regarded as due to a localized brain lesion. Such a lesion 
might result from repeated injury by attacks of migraine, or (and this we 
feel is more likely), the lesion itself may be the cause of the migraine. 

In the asthmatic patients, we did not find these localized EEG ab- 
normalities, but there was clear evidence of generalized EEG abnormalities. 
These showed hyperexcitability, or even a genuine slow dysrhythmia, which 
was typical of the EEG of an asthmatic child. 

The theory of the existence of a mesodiencephalic factor in the etiology 
of both migraine and asthma, and especially the latter, is supported by our 
EEGs studies. This factor is concerned in dysfunction of the higher auto- 
nomic centres, but this does not minimize the importance of allergic, psycho- 
logical and humoral factors in the etiology of allergic disorders. 

The theory that major and minor dysfunctions of the reticular substance 
are the cause of the allergic diathesis should be modified in at least one 
direction. Our present studies suggest that in some cases the EEG ab- 
normalities are a result of repeated asthmatic or migrainous attacks. 
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WORDS 


Nothing is mre mysterious than the power of using words. It 
is the supreme proof, above beauty or strength or intelligence that 
a man or woman lives. Lighter than gossamer, words can entangle 
and hold fast all that is loveliest and strongest and fleetest and most 
enduring in heaven and earth. They are for the moment, perhaps, 
excelled by the might of policy and beauty, but only for the moment, 
and then all has passed away; but the words remain. And though 
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Aut HOUGH many aspects of corticosteroid ich action remain 
unexplained, a practical experience accumulated over a period of more than 
ten years has assigned to these compounds a well-defined role as palliative 
agents in allergic disease. Because they fulfill an obvious need for prompt 
relief of severe and distressing symptomatology unresponsive to other 
available forms of therapy, they represent a major advance in the manage- 
ment of the hypersensitivity reaction. It is now fully appreciated, how- 
ever, that the widespread physiologic and metabolic effects of the cortico- 
steroids require that they be employed with circumspection, in conservative 
dosage and under close medical supervision. Certainly, successful cortico- 
steroid or corticotropin therapy is never a valid excuse for avoiding careful 
investigation of important etiological factors or treatment with hypo- 
sensitization injections, diet, general measures as indicated by the allergic 
study to improve health and well being, and environmental control to avoid 
exposure to significant allergens. 

The most dramatic circumstances under which corticosteroid benefits 
may be observed are encountered in the patient with intractable bronchial 
asthma or status asthmaticus, in severe atopic dermatitis or urticaria, and 
in other disabling allergies, particularly drug reactions. Life-saving effects 
are frequent in the asthmatic patient refractory to epinephrine and where 
intravenous aminophylline is of little or no value. Through their sup- 
pressive action on both respiratory and dermatologic manifestations of 
sensitivity, corticosteroids can transform a disorganized way of life which 
is subject to the inconstancies of alternate periods of active flare-up and 
unpredictable remission, into one that is useful and comfortable. In less 
serious allergy, corticosteroids are justifiably prescribed for symptomatic 
relief until the conventional methods of treatment which have been 
instituted can induce a favorable response. While prolonged use of these 
compounds has many disadvantages, such as hypercorticism and other 
unwanted reactions, these steroids may be administered to large groups of 
patients when the proposed therapeutic program is of short duration and 
when the adrenocortical hormones are known to be the most effective 
palliative medication, as in Rhus toxicodendron dermatitis, in drug and 
serum reactions and even in cases of trichinosis and favism. In a similar 
fashion, the patient unable to cope with the emergency situation can be 
“tided over” for an important business appointment, a social event, or a 
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The triamcinolone employed in this study was very kindly supplied as Kenacort 
by Dr. E. C. Reifenstein, Jr., E. R. Squibb & Sons, New York, N. Y. 
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school examination. Still another short-term use for corticosteroids 
utilizes their ability temporarily to clear the skin in atopic dermatitis for 
direct testing purposes, thus obviating the need for passive transfer tests 
which are much less satisfactory and more time-consuming. 


The indiscriminate use of corticosteroids in allergic practice cannot be 
discouraged too strongly. However, in the above carefully spelled-out in- 
dications, these compounds are the most useful of therapeutic agents be- 
cause they exert a pronounced suppressive action on the hypersensitivity 
reaction which is unmatched by other nonspecific measures. Since the early 
application of ACTH and cortisone to inflammation and allergy, skillful 
chemical alteration of the steroid molecule has provided a series of more 
potent compounds for eliciting the desired remission. At the same time, a 
number of unwanted actions continue to be associated with the various 
synthetic substances in this classification and are especially evident with 
long-term administration. Signs of hypercorticism and other collateral 
effects most commonly observed include hirsutism, unusual fat distributions, 
and particularly facial rounding, acneform eruptions, increase in appetite, 
blood pressure elevation, glycosuria, and psychic disturbances. The sup- 
pression of mineralocorticoid activity achieved by the newer compounds 
and minimizing or largely eliminating the difficulties of sodium retention 
and edema, represent the most significant alteration thus far in the pattern 
of corticosteroid influence. Among the newer compounds, other differences 
in activity (although not as pronounced) are sufficient to suggest that 
judicious use of corticosteroids requires full knowledge of the attributes 
and deficiencies of the various agents in current favor. The usefulness of 
any single substance is as much determined by the limitations on treatment 
imposed by the undesirable effects as by the benefits accomplished in a 
responsive disorder. 

Prior to this study, the allergic patient requiring corticosteroid therapy 
was given prednisone, since relatively few side effects were encountered 
with this drug. The reported experience with triamcinolone, a modified 
steroid with lower dosage requirements than prednisone or prednisolone*® 
and one which performs impressively in allergic disease*** and in derma- 
toses with inflammatory and pruritic components*”""° suggested that thera- 
peutic effects could be obtained with even less unwanted disturbance. The 
use of triamcinolone in chronic bronchial asthma has been characterized by 
the infrequency of severe unwanted effects in doses which afforded effective 
symptomatic relief when the drug has been administered for short periods 
of time.*"! Skin conditions may respond with striking speed. Triamcino- 
lone is the first steroid compound which appears promising in the treatment 
of psoriasis**?13 in which it exerts a unique suppressive action which 
may be attributable to an unusual affinity of the material for the skin. 
The investigation reported here presents observations of the antiallergic 
effects of triamcinolone (Kenacort) in bronchial asthma as well as the 
clinical response in other situations where corticosteroids have proven 
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useful or are considered worthy of trial in the absence of more specific 
medication. 
ya 


MATERIALS AND METHODS 


*These patients, previously on prednisone, expressed a preference for that agent. 


males ranging in age from less than one year to seventy-two years. The 
age distributions were as follows: five years of age or less, eight patients ; 
six to ten years, four; eleven to twenty years, eight; twenty-one to forty 
years, nine; and over forty years, thirty-seven patients. The pre- 
dominance of patients not in the pediatric age group reflects our policy of 
building up experience of new medications in older individuals seen in 
consultation (which constitutes a significant portion of our practice) before 
trying these medications in children. However, the evidence that triam- 
cinolone could be used as safely and effectively in the pediatric age group 
as in any other period of life was convincing. 

It is interesting to note the case history of the youngest patient, first 
seen at the age of twenty-five days. Bilateral nasal obstruction, which had 
started at about the age of ten days, had become complete and very dis- 
tressing. The mucous membranes were pale and swollen and the tips of 


¥. the inferior turbinates almost projected from both nostrils. This con- 
7 dition was subsequently shown to be an allergic rhinitis due to cow’s milk. 

A he The child was started on 1 mg of triamcinolone every eight hours, and in 
a eighteen hours he was able to breathe through both nostrils. Meantime, 
a 2 soy bean milk had been started and over the course of the following 
oe week the triamcinolone was gradually discontinued. The child was studied 
“ae carefully over the following year and will be the subject of a detailed 


report at a later date. 
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A series of forty-two patients with bronchial asthma, seventeen with | 
cutaneous manifestations of sensitivity and seven with other disorders were 
treated with triamcinolone during this investigation. The distribution by 
diagnosis is presented in Table I. There were forty females and twenty-six 

TABLE I. SYMPTOMATIC RESPONSE OF DISORDERS 3 
TREATED WITH TRIAMCINOLONE IN THIS a 
INVESTIGATION 
Clinical Result 
Diagnosis Number of 
Patients Satisfactory | Unsatisfactory 
Bronchial asthma 42 39 
sthma and eczema 1 
Allergic rhinitis 2 2 0 
topic dermatitis 13 1 
ngioneurotic edema 1 1 
Dermatitis (unknown etiology) 1 1 0 wae > 
Allergic celiac disease 1 1 0 ce ne 
Arthritis 1 1 0 
Migraine syndrome 1 1 0 7 
Cough, intractable 1 1 0 
Totals 66 63 3 _ 
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TABLE II. COMPARATIVE DOSAGE OF PREDNISONE AND TRIAMCINOLONE 


Total Number Dailv Months of 
Number | Transferred | Therapeutic Dosage (mg.) Treatment 
Diagnosis of from | with 
Patients | Prednisone | Prednisone | Triamcinolone | Triamcinolone 
Bronchial asthma 42 17 2.E—15 1—12 34—28 
Asthma and eczema 1 1 10 2 15% 
Allergic rhinitis 3 0 3— 8 Y4— 8 
Atopic dermatitis 13 7 5—20 2—10 1—28 
Urticaria 2 1 5 4 1—10 
Angioneurotic edema 1 1 5 4 13 
Dermatitis (unknown etiology) 1 0 —— 4 6 
Allergic celiac disease 1 0 wee 3 14 
Arthritis 1 1 2 2 15 
Migraine syndrome 1 0 — 36 intermittent 
Cough, intractable 1 | 0 —_—- 24 \% 


No attempt was made to record systematically the duration of the allergic 
diseases under treatment since our concern was only with the failure of 
these disorders to respond satisfactorily to treatment. Where there was 
a history of previous corticosteroid therapy, this had been carried out for 
various periods of time, in one instance as long as four and one-half years. 
In keeping with reported differences in potency, triamcinolone was ad- 
ministered in lower dosage and subsequently adjusted in accordance with 
individual response. 


RESULTS OF TREATMENT ia”. 


In general, triamcinolone was found a potent and useful corticosteroid 
for symptomatic control of allergic disease. Palliative effects were usually 
achieved with triamcinolone in lower dosage than with prednisone or pred- 
nisolone in the group of twenty-eight patients transferred from the earlier 
steroid. According to subjective appraisal, results were satisfactory in 
sixty-four patients, that is, in all cases but three (Table II). Only three 
patients expressed a preference or.a better tolerance for prednisone. Al- 
though the series here presented consisted of patients selected because they 
suffered from severe, intractable disease and had a dim outlook for relief 
with other forms of therapy, most patients could be maintained in comfort 
with relatively little triamcinolone following initial control with priming 
dosage. 

Among the more interesting developments during this investigation was 
the uneventful healing of a fractured ankle in one instance without altera- 
tion of the maintenance schedule of 1 mg triamcinolone twice daily 
required in conjunction with ephedrine and oral animophylline for relief 
of asthma. One patient with severe chronic atopic dermatitis carried her 
pregnancy to term while under treatment with triamcinolone and was 
delivered of a normal viable infant without undue incident. Her mainte- 
nance dose is 3 mg four times daily. At the time of this report, she is 
once again pregnant, in the fifth month of gestation, and is maintained in 
satisfactory condition without change in dosage. 

A dramatic response to treatment was observed in the single case of 
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i= intractable cough believed secondary to a perennial allergic rhinitis. Stub- 
bornly resistant to all but narcotic medication, the cough subsided with 
initial priming doses of 12 mg triamcinolone every twelve hours, and the _ 
patient was able to gradually reduce dosage to the minimum necessary 
for adequate control. An equally gratifying result was accomplished in | 
a patient with severe asthma and recurrent pulmonary infections and who | 


TABLE III. UNDESIRABLE 
EFFECTS WITH TRIAMCINOLONE 


Anorexia, nausea, dizziness............... 1 
Abdominal pain 
fe Pie 


required acetazolamide four times weekly for elimination of fluid while 
on prednisone. She was transferred to triamcinolone, and showed a better 
response to 10 mg of this corticoid than to 15 mg of prednisone daily. 
Currently maintained on 4 mg doses of triamcinolone daily, requirements 
for acetazolamide have been reduced to once weekly. Because allergic 
factors appeared to be associated with the case of status migraine, tri- 
amcinolone was administered and desensitization injections undertaken. At 
first, satisfactory relief of headache was reported with a dosage of 36 mg in 
twenty-four hours, but the patient subsequently felt that her condition was 
not improved by anti- -allergic therapy and discontinued this in favor of 


of UNDESIRABLE EFFECTS 


a Unwanted effects in this series were appreciably less than encountered 
with other corticosteroid compounds. Limited experience with dexametha- 
sone, given in doses of 0.5 mg to 4.5 mg every twenty-four hours, would 
appear to indicate that this new and potent compound may prove more 
troublesome than triamcinolone with regard to collateral actions. With 
triamcinolone, there was a total of ten unwanted reactions in the sixty-six 
cases under consideration here (Table III). Medication was discontinued 

in a male patient, fifty-seven years of age, because of abdominal pain. He 

a had been receiving 8 to 12 mg three times daily for a period of six months 


Pa and although he had been fairly well controlled for significant periods of 
~~ time, he was subsequently hospitalized for more satisfactory management 
ai of severe emphysema, mild bronchiectasis and intercurrent pulmonary 
infection. 
2 The development of fatigue and marked muscle weakness required 


withdrawal of medication in a second case after nine months of continuous 
therapy with triamcinolone. This patient had previously been treated with 
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prednisone for severe asthma. Approximately one and four months follow- 
ing transfer to triamcinolone, he required surgery for glaucoma in each 
eye successively and during the operative periods his usual dose of 12 mg 
of corticosteroid daily was doubled. The postoperative courses were un- 
eventful and dosage was reduced to 16 mg daily. When triamcinolone was 
discontinued ACTH was substituted but the development of severe swell- 
ing of hands and ankles required withdrawal of this agent within a month, 
He was then given dexamethasone in a schedule of 1.5 mg every eight 
hours, although palliative effects were not as pronounced as with prednisone 
or triamcinolone. While on dexamethasone, fatigue and muscle weakness 
continued and ulcer symptoms were encountered. The effect of the various 
corticosteroids on muscle structure and function has not as yet been ap- 
praised. This patient would appear to be showing a myopathy recently 
observed following triamcinolone therapy in three individuals on cortico- 
steroids for periods of three to five years and similar to that induced 
experimentally in rabbits with massive doses of cortisone." 

Loss of weight occurred in a female patient, thirteen and one-half years 
of age, treated for eczema with 8 mg of triamcinolone daily. During a 
month of treatment, ten pounds were lost, probably a considerable portion 
of this representing edema fluid. Two other patients were transferred 
back to prednisone because of complaints of anorexia, nausea and dizziness 
in One instance and because of emesis in the other. This second patient 
later developed diabetes while on prednisone. 

Blood pressure determinations and urine examinations carried out dur- 
ing this study disclosed no abnormalities. Sulkowitch tests proved positive 
in only one case. This patient, an asthmatic post-menopausal woman, 
presented a history of psychotic episodes and osteoporosis with vertebral 
fracture while on prednisone. She was successfully maintained on tri- 
amcinolone without recurrence of psychosis and while x-ray evidence of 
further progression of the osteoporosis could not be obtained, Sulkowitch 
tests for urinary calcium nevertheless continued to be positive. None of 
the untoward reactions reported became serious hazards to the well-being 
of the patients, perhaps because of close medical supervision during the 
entire treatment program. 

The clinical impression gained was that triamcinolone was more 
efficacious than prednisone for the management of the allergic state. 
Although experience has associated few troublesome unwanted effects with 
prednisone, triamcinolone was less likely to produce facial rounding and 
showed a greater freedom from electrolyte disturbance than the earlier 
compound. Muscle weakness occurring in one patient was the most serious 
adverse effect of triamcinolone. Aside from this, as an accessory to. other 
symptomatic local procedures and particularly to immunologic measures, 
it was a useful palliative agent with few limitations imposed by collateral 
effects at therapeutic dosage levels administered for reasonable periods 
of time. 
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DISCUSSION 
Prolonged relief of the allergic state is a direct reflection of the success- 
ful recognition and control of intrinsic and environmental sensitizing 
factors, emotional stress and infection. In many instances, because of an 
inability to uncover etiologic elements or to avoid the known irritants, the 
limited alleviation of acute and disabling symptomatology afforded by drug 
therapy is the sole means for helping the patient to achieve a comfortable 
and useful life. The corticosteroids, in the hands of the experienced 
physician, are the most effective of palliative agents for the treatment of 
cutaneous and respiratory manifestations of sensitivity. Because of their 
widespread physiologic and metabolic influences these compounds are not 
the treatment of choice where simple palliative medication is satisfactory. 
Even in serious allergy, unwanted collateral effects frequently impose 
limitations on the usefulness of corticosteroids given at therapeutic dosage 
levels for reasonable periods of time. A desired specificity of therapeutic 
action without these unwanted collateral effects, which is the purpose of a 
considerable research effort, has not as yet been attained. 

Of the corticosteroids employed in the allergic patient, triamcinolone 
appears to achieve a practical balance between anti-allergic potency and 
the incidence and severity of undesirable manifestations. While a long- 
term influence on bone cannot be estimated from this study, such short- 
term reactions as facial rounding and electrolyte disturbance were notice- 
ably less frequently observed with triamcinolone than with prednisone in 
effective dosage. From an early and limited experience, dexamethasone 
seems to be a more troublesome compound than triamcinolone for the relief 
of allergy, producing more unwanted effects in spite of an appreciably 
enhanced potency. 

Given initially in fairly large priming doses for immediate suppressive 
action and thereafter in conservative maintenance doses, triamcinolone pro- 
vided an impressive relief of allergic manifestations. Close medical super- 
vision was exercised throughout treatment and the usual precautions 
observed with all corticosteroids were applied with this compound as well. 
Medication was withdrawn gradually and in step-wise fashion to avoid 
symptoms suggestive of adrenal failure. Because of the striking effective- 
ness of triamcinolone, many patients could see no need for skin tests, 
elimination diets or other diagnostic measures or for treatment by de- 
sensitization injections, diet and avoidance of exposure to irritants. How- 
ever, no patient was continued under treatment who would not submit to 
complete allergic study and management. It must be emphasized that 
triamcinolone is purely an accessory measure and in no case a substitute 
for adequate control of intrinsic and enviromental factors in the manage- 
ment of allergic disease. 

SUMMARY 

Triamcinolone was given to a series of sixty-six patients with allergic 

disorders. It proved a potent and useful compound for palliation of active 
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and often disabling symptomatology. In twenty-eight cases, previously 
treated with prednisone, suppressive effects were achieved with triam- 
cinolone in lower dosage and with fewer and less troublesome unwanted 
actions. The incidence of facial rounding was reduced and electrolyte 
disturbance was absent in this series. 

The clinical impression was gained that as an accessory to other sympto- 
matic, local and particularly to immunologic measures, triamcinolone is 
a reliable drug in allergic disease. Few limitations were imposed by 
undesirable effects when fairly high initial priming doses, given for 
immediate control of symptoms, were followed by maintenance doses es- 
tablished at the minimum level necessary for a symptom-free state or 
symptoms easily controlled with triamcinolone plus the usual accessory 
medications. Blood pressure readings and urine examinations disclosed 
no abnormalities during the treatment period of one week to twenty-eight 
months. Sulkowitch tests remained negative in all but one case, a post- 
menopausal woman who developed osteoporosis while on prednisone and 
whose urinary excretion of calcium continued to be high after transfer 
to triamcinolone although x-ray evidence of progressive loss of bone den- 
sity could not be obtainéd. Muscle weakness, a myopathy which appears 
similar to that induced with massive doses of cortisone, was noted in 
one case. Close medical supervision and the usual precautions indicated 
with all corticosteroids apply to triamcinolone as well. 
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DONALD C. NILSSON, M.D., F.A.C.A. 
Omaha, Nebraska 


S INCE the first report of an allergic reaction to a vegetable gum _ 
was reported by Maytum and Magath in 1932,8 numerous articles and | 
case reports have been published. They demonstrate amply that at least — 
some of these substances are capable of inducing allergic reaction in sus- 
: ceptible individuals. In 1942, Gelfand summarized the available informa- _ 
tion on this topic and tabulated sources of contact known at that time. — 
Little has been added to the literature since that time despite the fact , 
that sources of contact to these allergenic gums are increasing rapidly as _ 
chemists find new applications for them. It is our purpose, therefore, : 
to review the available knowledge regarding these water-soluble gums 
particularly concerning their allergenic potential and sources of contact. 
Many contacts may escape detection, however, since these substances are 
used so widely and interchangeably that it may be impossible ever to 
compile a list of exposures even approaching completeness. 

It seems likely that any of these water-soluble gums are capable of 
producing allergic reactions, and it is interesting to speculate on the 
possibility that some allergic treatment failures might be due to meager 
knowledge and lack of awareness concerning this problem. 


DEFINITION AND CHEMICAL DESCRIPTION 


_ Gums are described as resinous plant exudates which generally are | 
amorphous, transparent or translucent in physical property. All are high 
polymer polysaccharides in which hexose, pentose and uronic acid units 
are linked with one another.1® At least some show a nitrogen content, 
on analysis, varying between 0.1-0.5 per cent. More precisely, gums refer 
to plant exudates which contain a carbohydrate that is capable of forming 
mucilaginous mixtures with water.® The belief that gums differ from 
resins in being soluble in water and insoluble in alcohol is incorrect. Some 
gums actually do not dissolve in water, but simply swell into viscid 
mixtures and some are soluble in alcohol.® 

In contrast, mucilages are substances produced by the disintegration of 
cell walls or contents of plants. They form thick, viscid, adhesive liquids 
with water. While they are not “true gums,” there is so much overlapping — 
in chemical properties that it is difficult to separate the two categories. ; 
Resins are amorphous, solid or semi-solid fusible substances usually 
insoluble in water but soluble in alcohol. Gum resins are naturally = 
occurring mixtures of gum, oil, and resin."* 

The gums may be divided into three classes according to physical : 
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1. The soluble gums, of which Acacia may be used as the best example. 

2. The insoluble gums as exemplified by Gum Tragacanths. They 
absorb aqueous medium, swell into a jelly and finally break down into 
thick, transparent solutions upon the addition of sufficient water. 


3. The partially-soluble gums such as “Persian insoluble gums” com- 
prise the third class. They dissolve in water only partially but on addition 
of more water, pass into solution.”? 


To gain some order out of the confusion on this complex subject, the 
water soluble gums should be divided into classes depending upon their 
botanical origin. Mantell’s classification? seems most logical. 


A. Tree and Shrub exudate 


1. Derivatives of Acacia species of trees as exemplified by Arabic. 
2. Derivatives of the Anogeissus species and usually designated as Indian 
gums. Examples are Gum Ghatti and Gum Bassora. 
3. Derivatives of the Astragalus species. An example is Gum Tragacanth. 
4. Derivatives of the Prunus species which include a large group of gums 
not widely used commercially. Examples are: 
(a) Cherry gum 
fb} Peach and plum gum 
c) Almond gum 
(d) Mesquite gum 
(e) Cedar gum 
(Types a and d may be used to adulterate Acacia, Ghatti, and Tragacanth, 
— oo gum is used to impart the cedar odor to furniture and cigar 
oxes. 
f 5. Derivatives of the Stercula species also designated as Indian Gums. Karaya 
is an example. 


1. Irish Moss 


j C. Seed Pods and Legume derivatives such as: 


B. Seaweed derivatives such as: ia ni 


1. Locust bean and locust kernel gums 


a 2. Cedar gum 
D. Lichen derivatives such as: © 
E. Seed_and Fruit derivatives such as: 1 oe. 
1. Quince seed gum 
2. Flaxseed gum 
3. Psyllium gum te 
F. Root and Seed derivatives such as: 
1. British gum and dextrins 
G. Wood and Cotton Cellulose (synthetic gums) such as: — 


1. Methylcellulose 
2. Carboxymethylcellulose 


a H. Animal derivatives such as: 
1. Gelatin 


In theory, Gum Resins should be added to this list, although they are not 
classified as real gums. Some are: 

Gum benzoin 

Gum Gambier 


Gum Kino 
Gum Myrrh 
7 Also such substances as balsam of Peru, Tolu and Storax?1 
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TABLE I. SOURCES OF CONTACT 


Irish Moss 
Locust Bean 
Tragacanth 


Foods 
Beverages, dehydrated fruit aad 
Breads 


Breakfast foods 
Cake icing 


Charlotte russe 
Chocolate milk : 
Coffee substitutes 
Confectioneries (fig-agar, etc.) 
Diabetic preparations 
French dressings* 
Fruit, frozen and dehydrated juices 


a 


Gravies, commercial 
“Health” foods 
Ice cream 
Ice pops 
Jellies 
Junket 
Kara jel 
Malted milk drinks 
Marshmallow 
Mayonnaise* 
Meat, ground preparations 
7 Meat, fish and poultry, canned 
Meringues 
Mustard, prepared 
Orange concentrates 
Pastries, cookies, cakes, pie-fillings, etc. 
Potato salad, prepar 
Puddings 
Sherbets 
Specialty foods 
Starch free desserts 
Syrups, toppings 
Tomato products (catsup, puree, consomme*) 
Wheat cakes, some 
Whipped cream, commercial a 
Wines 


Yoghurt ~ | 
Pharmaceutical 
Barium suspending agent 

Cosmetics 

Denture powder 

Depilatories 

Epinephrine jels 

Impression material, dental 

Laxatives, bulk producing 

Lotions and creams 

Jellies, lubricants 

Mineral oil, emulsified 

Soaps, some 

Suppositories 

Tablets 

Tooth pastes, some 

Topical medications 

Troches 

Industrial and cm 

Beet sugar — 

Boiler compound 

Ceramics 

Cleaning compounds 

Cigar wrappings 

Detergents 

Explosives 

Fiber yarn, cotton 

Gloss ink sizing 

Slue 

Industrial water treatment 

Inks and emulsions 


Min 

Oil po drilling med. 
-aints 

Paper coating 
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Irish Moss 
Locust Bean 
Mesquite 
Quince Seed 
Tragacanth 


Ghatti 


Industrial and Household—Continued 
Paper, corrugating adhesive 
Polish, shoe and leather 
Soaps 
Rubber creaming 
Tanning (restrainer) 
Textile print, finish and sizing 
paper 
We rod coating 


The exact properties of the gums may vary somewhat (from one an- 
other), but, in general, all are used for their thickening, suspending, stabil- 
izing, emulsifying, gel-producing, film-forming, and adhesive qualities. 
Table I enumerates the sources of contact known at this time. 


Acacia (Arabic) Gum.—Gum Arabic is an exudate of the Acacia arabica 
tree. At present, it reaches the market in a relatively pure form, but if 
care is not used in its collection, some lots may show impurities of insect 
hairs, wood, bark, et cetera. Such impurities are not found frequently in 
the better quality Acacia gum in ordinary use. 


Gum Ghatti (Indian Gum).—Gum Ghatti is derived from the exudate 


of Anogeissus latifolia of the family combretaceae. It contains arabic 
acid and its salts,!® but is distinctive from acacia in physical properties. It 
is a frequent adulterant of acacia and its use therefore would be similar. 


Bassora Gum (Caramania, Hog).—This is a collective term for a group 
of highly colored gums which resemble Tragacanth somewhat although the 
physical properties of the two are different. The soluble portion is arabin 
and is said to constitute about 11 per cent of the total, while the remainder 
consists of bassorin and saline substances. This gum is used as an adul- 
terant for Acacia.® 


Tragacanth Gum.—This is an exudate from the Astragalus tree of the 
family Leguminosae. Because of the botanical relationship, cross reac- 
tions with Acacia might be expected and have, in fact, been demonstrated.’® 
Gum Kuteera (Indian Tragacanth) also is derived from the same tree 
family but differs from Tragacanth somewhat in physical properties. The 
two are commonly mixed.’"* Tragacanth is relatively expensive and for 
this reason, other gums notably Locust or Carob-bean have been substi- 
tuted in many products. 


Mesquite Gum.—This is a plant exudate from the Mexican plant Pro- 
sopis juliflora of the Leguminosae family. It is used as an adulterant for 
Acacia. 
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Chicle Gum.—This is derived from the bark of the Achras Sopota tree 
and is employed in chewing gum.** Sensitivity seems very rare, but Black*® 
cited two cases of chicle sensitivity reported by Kleinman in 1935, one of 
which seemed very definite. In view of the fact that other gums might be 
used in addition to chicle, the etiology of these cases remains a matter of 
speculation. 


Karaya Gum.—The gum is an exudate from the Stercula urens tree 
of the family Sterculinaceae.?® Since it originates from a tree whose botan- 
ical origin differs from Acacia and Tragacanth, it is not surprising that 
_ cross-reactions with the latter two are infrequent.> In 1932, Bullen® first 
described an allergic reaction to this gum, and since then, numerous reports 
have confirmed its allergenicity. Karaya has supplanted Tragacanth in 
‘many applications because it is less expensive. 


| 


_ Irish Moss (Carraghren).—This gum is derived mainly from Chondrus ; 
__crispus, an alga which is very abundant in the North Sea. The gel product 


_ is very similar to Agar. Irish Moss and Agar both seem to be polyman- 
_ nuronic acids whose molecular weights may be very similar to cellulose. — 
_ Its uses are identical to those found for Agar since the two are physically > 
chemically similar. 


Agar-Agar.—This gum is obtained from the dried stems of certain 
_ marine plants mainly of the species Gelidium algae. Because of its cost and 
relative scarcity during World War II, substitutes which were found 
_ for agar are now used in many products formerly containing it. 
_ Little is known of the allergenic possibility of Agar although it must be | 
_ extremely unusual. Black’ studied one case in which he suggested Agar 
_ produced an allergic reaction. 


_ Algin.—Molecular weight and x-ray diffraction studies have con- 

_ firmed that algins are linear polymers of anhydro B-D-mannuronic acid. 

of high molecular weight. They are hydrophilic colloids extracted from 
_ various species of brown algae, primarily derived from giant Kelp 
_Macrocystis pyrifera. Sodium alginate is the most common derivative 
and often is used synonymously with the term algin. However, potassium, 
_ ammonium, and propylene glycol alginate also are available and in everyday 

use. 


a Ouer* determined by direct and passive transfer skin tests that some — 
_ patients may be sensitive to this group of substances. This observation is 
_ confirmed by trial feedings with exacerbation of symptoms. However, he 
_ concluded that sensitivity was infrequent and of low intensity despite the am | 
fact that five of fifty allergic patients gave marked to moderate skin test 
_ reactions confirmed by trial feedings. 
a Research projects of considerable magnitude are in progress to increase 
the yield of algin from the sea as well as to increase its commercial 
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- applications. Algin is one of the most widely used of the hydrocolloids 
* the present time. 
Locust Bean Gum.—This gum is derived from the bean of the Carob 
tree Ceratonia siliqua of the family Leguminosae. Botanical relationship 
with Acacia, Tragacanth and Mesquite may be noted. However, analysis 
indicates that locust bean gum differs somewhat from the true gums such 
_as Acacia and Tragacanth. Locust bean gum contains 0.4 per cent nitrogen 
but is composed of anhydrides of various carbohydrates.* In recent years, 
it is finding more extensive use supplanting some of the more expensive 
- gums such as Karaya. 


Guar Gum.—Guar gum is largely used as a wet-end (beater) additive in — 
paper making. The paper industry also uses it for filler retention and as a_ 
_ size press or colander stock additive. In general, it is not used extensively | 


in foods. 


_ Gelatin.—Gelatin has many properties in common with gums although 

it is a protein polymer of high molecular weight. Its allergenicity prob- 

_ ably is extremely low, largely because of its insolubility. Highly soluble 

proteins like horse serum or egg albumin are far more powerful sensitizers 
for this and other reasons.” 

Gelatin and Glue are prepared from collagen containing material by 


hydrolytic breakdown. The chief sources are from hides, waste, tendons, 
and bone. 


Quince Seed Gum.—This gum is derived from Cydonia vulgaris tree. 
It is used in various skin lotions and other cosmetics.’* American quince is 
primarily used in the preparation of jellies and preserves or in canned fruit. 
Persian quince seed gum, containing more mucilage, is used extensively 
in cosmetics as a demulcent agent, that is, in hand lotions, hair waving 
and cleansing lotions.2' There is no data regarding its allergenicity. 


Pectin.—Pectin is not a true gum, but rather is partially soluble in wa- 
ter. Essentially it is a long chain, partially methylated, polygalacturonic acid 
molecule having a very large molecular weight in the neighborhood of 
200,000 or over. Actually, pectins are a group of substances occurring in 
plants which have the common properties of causing gelatinization. Pectins 
are rapidly replacing starch, agar, tragacanth, and gelatin for making 
jellies, Turkish pastes, and similar confections. 
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SCIENTIFIC THOUGHT 


Remember, then, that scientific thought is the guide of action; that 
the truth which it arrives at is not that which we can ideally con- 
template without error, but that which we may act upon without 
fear; and you cannot fail to see that scientific thought is not an ac- 
companiment or condition of human progress, but human progress . 
itself —W. K. Ciirrorp (1845-1879). 

(From The Common Sense of the Exact Sciences, by William 
Kingdon Clifford. Edited by Dover Publications, Inc., New York, 
1955.) 
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SENSITIZATION AND RETENTION OF CHEMICAL 
ALLERGENS BY ORGAN TISSUES 


I T HAS BEEN reported by the author that the sera of animals sensitized 
with simple chemical compounds showed somewhat stronger turbidity! and 
absorption of ultraviolet light? than the sera of non-sensitized animals, when 
both of the sera were mixed with the same amount of a corresponding 
allergen and examined by an electroturbidimeter or a photoelectric spectro- 
photometer under definite conditions. In the experiments on turbidity, M. 
Ishikawa and T. Aoki,’ and Y. Ito* examined the sera of rabbits sensitized 
with egg albumin, iodine, mercuric chloride, sodium salicylate, aminopyrin, 
arsenious acid and quinine hydrochloride, and found that the mixtures of 
these allergens with corresponding antisera exhibited stronger turbidity to 
varying extents than the control mixtures. Studies of the absorption of 
ultraviolet light? disclosed that the sera of the rabbits that were sensitized 
with egg albumin, iodine, mercuric chloride, formalin, arsenious acid, 
potassium bichromate, picric acid or nickel sulphate exhibited stronger 
absorption than the normal serum, and that the differences in the absorption 
between the allergic and normal sera were approximately proportional to the 
sensitizing capacities of the allergens. In the light of these findings, it was 
assumed that tissues of the sensitized animal might combine with larger 
amounts of chemical allergens than those of the non-sensitized animal. 
Hence, histochemical and microchemical studies which are summarized 
herein have been conducted in our laboratory to ascertain the validity of the 
assumption. 

It must be added in this connection that an increased retention of pro- 
teinous antigens by the cutaneous tissue of the immunized animal had been 
reported earlier by American investigators. By means of the precipitating 
reaction, Opie® found that a greater amount of egg albumin was retained 
by the skin of immunized rabbits. Kahn’ illustrated by means of the toxin- 
antitoxin technique an increased combination of horse serum (diphtheria 
antitoxin) with the skin tissue of rabbits immunized with horse serum. 
More recently, Korngold, Stahly, Dodd and Myers® detected by means of 
tracing with a Geiger-Mueller counter an increase in the retention of egg 
albumin labelled with radioactive iodine by the skin of rabbits immunized 
with the antigen. But, apparently, no observation on the relation between 
the retention of chemical allergens and sensitization has been reported. 


From the Department of Forensic Medicine, Tokyo Jikeikai School of Medicine, 
Shiba, Tokyo, Japan. 
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The fate of arsenic in normal and sensitized animals was traced histo- 
chemically by R. Tamura.® An intravenous injection of 1 cc of a 0.1 per 


spleen, lymph gland, bone marrow, lung and kidney were removed at 
different periods of time, from thirty minutes to fourteen days after the 
injection. The tissue of each organ was stained for the detection of arsenic 
particles. It was found that tissues of the sensitized group tended to contain 
a slightly larger amount of arsenic than those of the control group, the 
difference being distinctly shown by the stellate cells of the liver. M. Ohno’? 
has made a similar observation in chickens. To each of several sensitized 


solution of arsenious acid per 1 kg of body weight was given, and the histo- 
chemical detection of arsenic particles in the liver, spleen and bone marrow 
was conducted for thirty minutes, three hours, three days, seven days, 


the injection. The results revealed that in the tissues of the sensitized 
chickens the particles were more abundant than in the control. 


sensitized with nickel sulfate by ten daily intracutaneous injections. Two 


sulfate was intravenously injected into each of the sensitized guinea pigs 
and into each of a group of normal guinea pigs. Nickel particles were 
searched for twelve times histochemically in the liver, heart, lung, spleen, 
kidney, adrenal gland, bone marrow, intestines, lymph gland and skin at 


the lung, heart, liver, spleen, kidney, adrenal gland and intestines fifteen 
times after an intravenous injection of nickel sulfate solution. The fate 
of nickel in the sensitized group was not very different from that in the 
normal group, but the particles tended to be somewhat more abundant in 
the organs of the sensitized mice. In like manner, T. Yanase? investigated 
the relation between sensitization with mercuric chloride and retention 
of mercury, and found that the organs, such as the liver and the bone 
marrow, of the sensitized guinea pigs contained a slightly larger amount 
of mercuric particles. 

A study of passive sensitization was made by H. Nakamura.* Several 
groups of rabbits were passively sensitized by an intravenous injection of 
20 cc of serum from rabbits actively sensitized with arsenious acid. The 
skin-sensitizing antibody to arsenious acid was determined by the serum 
dilution method’ at different times after the injection of the antiarsenic 
serum. The highest titer was obtained at the twenty-fourth hour and almost 
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cent arsenious acid solution was given to each of several guinea pigs — 
sensitized with arsenious acid and to normal guinea pigs, and the liver, | 


and normal chickens an intravenous injection of 1 cc of a 0.2 per cent © 


fourteen days, twenty-eight days, thirty-five days and forty-two days after — 


M. Takeuchi"! experimented with nickel. Groups of guinea pigs were _ 


weeks later, 0.1 cc per 100 g body weight of a 1 per cent solution of nickel 


periods of from thirty minutes to forty-two days after the injection. In — 
comparison with the controls, the particles appeared more abundantly in the _ 
organs of the sensitized animals, particularly the heart and skin. R. 
Nukariya™ carried out similar observations with the mouse, by examining 
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all of the antibody disappeared by the fortieth hour. The same amount of 
arsenious acid, 2 mg per 1 kg, was injected intravenously into each of two 
groups of passively sensitized and one group of normal rabbits. To one 
of the former groups the arsenic solution was given twenty-four hours after 
passive sensitization, and to the other group the chemical was injected forty 
hours after the sensitizing injection. The liver, spleen, bone marrow, kidney, 
lung and lymph gland were examined histochemically eight times within 
two weeks after the injection of arsenic. The organs, especially the liver, 
bone marrow and kidney, of the rabbits that received the arsenic injection 
twenty-four hours after passive sensitization manifested a tendency to 
retain slightly larger amounts of the particle than the organs of normal 
rabbits, but the group that received the arsenic after forty hours did not 
show a noticeable difference from the normal group. This indicates a close 
relationship between the specific antibody and the increased retention of 
arsenic. 


MICROCHEMICAL OBSERVATIONS 

A difference between the antiserum and the normal serum in the capacity 
to combine with chemical allergens was detected by M. Ishikawa and his an 
collaborators.° Rabbits were given ten daily sensitizing injections of 
iodine, potassium iodide, bromine, arsenious acid, nickel sulfate, potassium 
bichromate or mercuric chloride, and two weeks later serums were obtained 
and the skin-sensitizing antibody in each serum was determined by the 
dilution method. To a definite amount of antiserum, various amounts of 
a corresponding antigen were added, and the mixtures were dialyzed. The 
chemical allergen remaining in each cellophane sac was determined colori- 
metrically. Mixtures of the chemical and normal rabbits serum were also 
treated in the same way. The results disclosed that the antiserums com- 
bined with slightly larger amounts of allergens than the normal serum; es 4 
e.g., when 250 gamma of a chemical were added, the value obtained with 
each antiserum was from 102 for potassium iodide to 111 for mercuric 
chloride, as compared to 100 of each chemical obtained with the normal 
serum, The antiserums with which higher titers of antibodies were 
obtained also had greater combining capacity. 

Retention by organ tissues of nickel, arsenic, copper, formaldehyde, 
chromium, bromine and lead was studied microchemically by S. Kato,’® 
N. Nomoto,'? K. Mori,?® C. Honda,’® M. Shimizu,?° A. and N. 
Takeda”* respectively. Following the same scheme described above, these 
investigators studied the fate and distribution of these chemicals in the 
organs of rabbits in relation to the formation of allergic antibodies, sensit- 
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ization and administration of various substances. They obtained the same phe 
results except for the effects of antiallergic substances. In their experi- \ cA 
ments concerning the relation between sensitization and combination of = 
chemical allergens with tissues, these authors sensitized guinea pigs with ten “4 
daily intracutaneous injections of an allergen, and, after an interval of = 
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twenty-one days, injected a definite amount of the allergen intravenously 
into each guinea pig of the sensitized and the normal groups. The guinea 
pigs were bled and thoroughly perfused with physiologic saline solution 
three hours after this intravenous injection, after which several organs 
were removed for colorimetric determination of the chemical allergen con- 
tained in the tissues. The results revealed (Table I) that the sensitized 
group showed slightly higher values than the non-sensitized group and 
that the difference was relatively definite in the liver and spleen. 

The retention of arsenic and chromium by passively sensitized animals 
was investigated by S. Shimizu®* and T. Hirose.?* In the experiments with 
arsenic, normal guinea pigs were given an intraperitoneal injection of 3 
cc of the antiserum obtained from the guinea pigs actively sensitized by ten 
daily intracutaneous injections of 0.1 cc of 0.2 arsenious acid solution. Into 
each one of four groups of those passively sensitized guinea pigs, a definite 
amount of arsenious acid was injected intravenously three, fourteen or 
forty-eight hours after the intraperitoneal injection of the antiserum. The 
blood, lung, liver, kidney adrenal gland, spleen, heart, stomach, small in- 
testine and skin were removed at intervals of fifteen minutes, forty-five 
minutes, three hours, six hours, one day, two days, four days or seven days 
after the injection of arsenious acid. The serum was separated from the 
blood and saline extracts were prepared from the organs. With these 
materials, the titer of skin-sensitizing antibody was determined by the 
dilution method against pure arsenious acid solution, and the amount of 
arsenic was measured by photoelectric colorimetry. The results revealed a 
tendency of the sensitized groups to retain slightly larger amounts of 
arsenic than the normal guinea pigs. This trend was noted definitely when 
arsenic determination was conducted twenty-four hours after the injection 
of the antiserum, and slightly shown when tested forty-eight hours after 
the passive sensitization; but when arsenic was measured three hours or 
six hours after the sensitizing procedure, such a tendency was not found. 
Titers of the antibody were higher, and drop of titers following the in- 
jection of arsenious acid was more pronounced when the determination 
was done twenty-four hours or forty-eight hours after the injection of the 
antiserum. It was also noticed that the retention of arsenic was more dis- 
tinctly exhibited by the organs which showed higher titers of the antibody, 
such as the liver and spleen. Similar experiments with chromium brought 
out mainly the same findings. Table II shows average amounts of arsenic 
and chromium as determined two hours after an injection of a correspond- 
ing chemical, which was given twenty-four hours after an injection of the 
antiserum. 

S. Shimizu et al*° were interested in ascertaining if an increased reten- 
tion of a chemical allergen by the cutaneous tissue takes place at the site 
of reinjection of the allergen. They sensitized guinea pigs with arsenious 
acid, bromine or lead acetate by ten daily intracutaneous injections of each 

solution, to which horse serum was added to 10 per cent. Two weeks later 
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cutaneously 0.1 cc of a pure solution containing an appropriate amount of 
the corresponding allergen into ten sites in the abdominal region of each 
guinea pig. The normal control guinea pigs were given the same intra- 
cutaneous injections as the sensitized groups. Amounts of arsenic, lead 
and bromine in the skin tissues removed from each group of guinea pigs 
at one, three, six, twelve, twenty-four or forty-eight hours after the intra- 
cutaneous injections of the chemicals, were determined microchemically, 
and the results of sensitized groups were compared with those of control 
groups. When the determinations were conducted on tissues which were 
removed one, three or twenty-four hours after the intracutaneous injections, 
both groups did not show any differences, but when the tissues which were 
removed six to twelve hours after the injections were examined, those of 
the sensitized guinea pigs contained a slightly larger amount of the 
chemicals. Such difference was more definitely demonstrated by the groups 
treated with arsenic or bromine than those treated with lead. 

It may not be amiss to state here that M. Ishikawa et al®° noted that the 
organs of guinea pigs sensitized with penicillin retained a slightly greater 
amount of the antibiotic than those of unsensitized guinea pigs. Guinea 
pigs were given twenty daily intracutaneous injections of 1000 units of 
penicillin G mixed with horse serum, and, after an interval of two weeks, 
a pure solution of 1000 units of penicillin per 100 g body weight intra- 
venously. Normal guinea pigs were also given intravenously the same 
amount of penicillin as the sensitized animal. The penicillin content of the 
liver, kidney, heart, lung, spleen and pancreas of the sensitized and of non- 
sensitized guinea pigs was determined biologically, thirty minutes, one hour 
and three hours after the intravenous injection of the penicillin. At ap- 
proximately thirty minutes to one hour after the injection, the organs of 
the sensitized guinea pigs, particularly the liver and spleen, contained 
somewhat larger amounts of the antibiotic than those of unsensitized guinea 
pigs. 

. EFFECTS OF VARIOUS SUBSTANCES 
_ The above-mentioned authors who made the microchemical studies in- 
vestigated the effects of antihistaminics and other substances on the in- 
creased retention of chemical allergens by sensitized animals, since these 
had been reported to exert suppressing effects upon allergic reactions. The 
substances. whose effects were investigated, and the investigator of each 
are: vitamin B,, vitamin C, calcium gluconate, aspirin, Hystadyl, Benadryl, 
Neo-Minophagen C (a proprietary preparation), folic acid and glucose, by 
Kato,?® Nomoto,?7, Mori,® Honda,?® Shimizu,2°, Takata,?2? Takeda,?* 
Shimizu*’ and Hirose,** respectively. In these investigations, sensitization, 
reinjection of corresponding allergens, and determination of allergens in 
various organs, were carried out in the same way as in the experiments 
mentioned above, except that appropriate amounts of vitamins and other 
substances for suppressing anaphylactic reactions were injected sub- 
cutaneously two hours before the reinjection of allergens. A comparison 
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of the results with those of controls revealed, as shown in Table III, that 
aspirin and antihistaminic agents had no definite effect on the increase of 
the retention of allergens by sensitized guinea pigs, but the other substances 
exerted a suppressing effect. That the hypersensitive reactions to simple 
chemical compounds (like allergy to proteinous substances) were also 
TABLE III. INHIBITORY EFFECTS OF CHEMICALS ON - 
RETENTION OF ALLERGENS 


Animals Sensitized Substances 
Tested Amounts Effects 
to 
Nickel Actively | Vitamin Bi 5 mg + 
Arsenic Actively | Vitamin C 50 mg + 
Bromine Actively | Neominophagen 2cc + 
Formalin Actively | Aspirin 0.25% sol. 2 ce - 
Chromium | Actively | Hystadyl 1 mg 
Lead Actively | Benadryl 0.1 mg - 
Arsenic Passively | Folic acid 1.5% sol. 2 ec + 
Chromium Passively | Glucose 50% sol. 1 ce + 


ameliorated by these substances, was shown by other workers in our labora- 
tory.** This finding seems to be of special interest in connection with the 
mechanism of the effects of antiallergic substances. The fact that the 
vitamins and other substances suppressed the increase of the combination of 7) 
chemical allergens with organ tissues indicates that their ameliorating in- Oo 
fluences upon allergic reactions are due to their interruption of the reaction a 
between the allergen and its allergic antibody. It may also be surmised = 
that the effect of antihistaminic agents upon hypersensitive reactions 
originates from their inhibitory influence upon histamine or other sub- 
stances, rather than the antigen-antibody reaction itself. 

Thus, the microchemical and histochemical studies summarized above 
illustrate that the blood and organ tissues of animals, actively or passively 
sensitized against a simple chemical compound, show a tendency to retain 
a slightly larger amount of the chemical allergen than those of the non- 
sensitized animal, and that this phenomenon occurs not only in the guinea 
pig but also in other experimental animals sensitized with various kinds of 
chemicals. Also, the increase of the retention appears to be deeply con- 
nected with allergic antibodies. Since the chemicals employed in the fore- 
going experiments combine with serum and other proteins of normal 
animals through complicated processes which are not completely elucidated, 
the mechanism involved in this increased retention of chemicals by organs 
of sensitized animals can not be clarified at present, but the experimental 
findings would seem to warrant the assumption that the increase in the 
retention of a chemical allergen is due to the interaction between the 


chemical allergen and the corresponding antibody. ie ars 
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RESPIRATORY ALLERGIES 


URING recent years, the emphasis in securing symptomatic relief 
of nasal congestion has progressively shifted from the topical administra- 
tion of liquids, in the form of nasal drops and sprays, to oral therapy. 
Chief reliance was placed on the use of vasoconstrictors, alone or in com- 
bination with antibiotics, antihistaminic agents and steroid hormones. 

While the criticism that they may cause damage to the nasal mucosa has 
been leveled against many of these agents, it seems more important to con- 
sider other shortcomings of topical nasal medication. 

In the first place, the relief they confer is temporary. Consequently, the 
patient will often use the drops to excess and invite the danger of induc- 
ing the syndrome described as “vasomotor rhinitis medicamentosa.” 

Secondly, nasal medication should be recognized as having a systemic ac- 
tion on the body. It is not uncommon that side effects characteristic of 
the sympathomimetic amines are observed in patients receiving these 
agents by nasal instillation. The highly vascular nasal mucosa presents 
an efficient absorptive surface, and alterations in blood pressure, pulse rate, 
palpitation and nervousness and insomnia may be encountered in patients 
taking nasal preparations.'* 

In addition, the area of nasal and sinal membrane that can be reached 
by topical application is limited both by topography of the tissues and by 
the overlay of obstructive secretions that accompanies nasal congestion. 
Consequently, topical medication runs the risk of obtaining inadequate 
relief, and at the possible penalty of unsolicited systemic effects. 

By contrast, oral therapy delivers medication by way of the blood 
stream, to which the entire respiratory mucosa has access. Nasal and sinal 
obstruction does not impair its usefulness. Even when the severity of 
the condition requires immediate initial relief by application of special 
local therapy such as the Proetz approach, the simplicity and convenience 
of oral therapy commend it for maintenance of relief. There remains, then, 
the selection of medication that affords the greatest degree of relief without 
incurring untoward side effects. 

A controlled clinical study on a new oral nasal decongestant* was re- 


*Nolamine Timed-release tablets, G. W. Carnrick Co., Newark, N. J. Each tablet 
contains: chlorprophenpyridamine maleate, 4 mg: phenindamine tartrate, 24 mg and 
phenylpropanolamine hydrochloride, 50 mg. 

Dr. Stroh is Chief of the Allergy Seneca, Kaiser Foundation a and 
Clinic, Fontana, California. 


VoLuME 18, May, 1960 


4 

= 


ony “te ., 
4 
= + 


gestant : 
LESTER STROH, M_LD., F.A.C.A. 
Fontana, California | 
i 
= | 
= 
4 
“a a | 
j 
533 


RESPIRATORY ALLERGIES—STROH 


“cently completed. Of the ninety-three patients in this series, sixty-six re- 
ported previous use of other oral medication with varying results. This 
offered one frame of reference for comparison. In addition, placebo tab- 
lets, identical in appearance to the test preparation, were used as a means 
of screening out possible subjective benefits due to psychic factors. 


TABLE I. RESULTS OF A CONTROLLED STUDY WITH A NEW ORAL NASAL 
DECONGESTANT (NOLAMINE) 


Results (Nolamine) Results (Placebo) 

Diagnosis Number 
of Cases [+++] ++ + Pe ++ + 
Allergic rhinitis (seasonal) 40 21 15 1 3 
Allergic rhinitis (perennial )* 37 21 10 1 1 
Vasomotor rhinitis 6 1 1 
Bronchial asthma 7 3 
Allergic dermatoses 2 2 
Totals 92 29 4 3 4 


Per cent 92.3 per cent 7.9 per cent 


this group did not take placebo. 
relief > 
PLAN OF STUDY 

“ 
_ The ninety-three patients comprising this investigation ranged in age 
from six to sixty-two years. After complete histories, including previous 
medication, were taken, each patient was given twenty tablets of the test 
preparation and twenty of the placebo, with no indication as to which was 
which. The patients were instructed to try the placebo first until results 
were obtained. 

If no benefit was obtained within three to five days, the patients were 
to use the tablets in the second bottle. They were told to report as soon 
as results were obtained, or not later than seven days. The dosage followed 
was one tablet every eight to twelve hours, or a morning or night dose. 

Follow-up results were available in ninety-two cases, of whom all but 
three used both the placebo and the oral nasal decongestant combination 
as outlined above. All ninety-two patients used the medication. 

Evaluations were based both on the patients’ restrospective subjective 
judgment and on objective clinical findings and impressions. On the whole, 
these correlated. 


RESULTS 


Results were graded, both for the medication and the placebo, according 
to the following schedule: Complete relief +++; satisfactory relief 
++; moderate relief +; no relief, 0. The results are summarized in 
Table I. 
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The findings indicate that very little benefit is likely to be observ ed in 
patients receiving placebos in place of active medication. A measure of oy 
the adequacy of the medication under investigation can be obtained by 
comparing it with previous experience in the same subjects with anti- 
histaminic agents, or combinations of antihistaminic agents with analgesics 
and/or decongestants. 


TABLE II. COMPARATIVE RESULTS WITH TEST ORAL NASAL DECONGESTIVE | : = 

(NOLAMINE) AND PREVIOUS MEDICATION ~ 

Previous Medication Nolamine 
Diagnosis Number { 
of Cases +++ ++] + | + | 0 
Seasonal rhinitis 31 2 10 9 | 10 | 16 | 12 3 i 
Perennial rhinitis 23 4 16 3 9 8 3 3 { 
Vasomotor rhinitis 4 3 1 3 1 { 
Bronchial asthma 3 2 1 2 1 
Totals“ 61 2 16 | 29 | 14 | 30 | 22 | 3 6 it 
Per cent 77 per cent 90 per cent 


Comparative data are available for sixty-one patients on previous ther- 
apy. Because of the variety of medications previously used by these pa- 
tients, no effort is made to correlate the findings with the type of pre- 
paration these patients had taken in the past. The findings are summar- 
ized in Table II. It should be noted that the occurrence of side effects 
was offered as the reason for unsatisfactory performance of medication. 
This was mentioned by twelve of the patients. The result with the new 
combination “N” were superior or equal to those obtained on previous 
‘medication in all but two cases. 

Side Effects——Drowsiness was reported as a side effect of treatment 
with the new oral nasal decongestant by only five patients. Four of these 
had satisfactory relief and continued on the medication. The fifth stopped 
taking the preparation because of the sedation. One of the patients who 
reported mild drowsiness also claimed gastrointestinal upset, but the mild- 
ness of the symptoms enabled him to continue on the preparation. It is 
interesting to observe that the placebo tablets were claimed to cause drow- 
siness in two patients, dizziness in another, and gastrointestinal symptoms 
> ae in a fourth subject. Thus, taking the test preparation proved to be vir- 


a. tually as free of side effects as taking the placebo. 

bi In general, this new oral nasal decongestant produced impressive re- . 
- sponses. The relief obtained was usually prompt and lasted the better i 
7 part of the day. A tablet taken in the morning often sufficed to keep the | 
i. patient comfortable during the business day. 

ie ; Many of the patients commented that they were not drowsy on this oe 

ne medication as they had been on previous therapy, and were therefore 

better able to function. 3 
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Several aspects of the controlled study described here warrant comment. 
The oral route of administration is the only sure route to complete ex- 
posure of the respiratory mucosa to medication. As long as the oral medi- 
cation does not produce unwanted systemic effects, it is the preferred 
method of treatment because it does not incur the danger of harming 
respiratory mucosal surfaces. 

The selection of the medication must be made with care. For example, 
the vasoconstrictor, phenylpropanolamine, is recognized as having an 
especially favorable mode of action. Its vasoconstrictive action is pro- 
longed, its hypertensive action is low, and it has practically no noticeable 
central nervous action that might induce anxiety or insomnia.‘ It is note- 
worthy that antihistaminic agents also provide a useful degree of decon- 
gestant action and are especially effective in combination with oral de- 
congestants.° An anti-edema effect®*’ probably contributes to the value of 
antihistamines as decongestants. 

The antihistamines selected represent a fine balance of effectiveness 
and safety. Chlorprophenpyridamine maleate is one of the most active anti- 
histamines, with only a slight tendency to cause drowsiness. The addition 
of the antihistamine phenindamine tartrate, which has a mild mood-elevat- 
ing effect, apparently counteracts whatever degree of somnolence might 
be caused by the other antihistamine. 

A synergistic effect has been demonstrated by Deutsch* in experimental 
studies conducted with the single components, combinations of two of the 
7 ingredients contained in the tablets, and combinations of all three, as 
provided in the material for clinical use. 


SUMMARY 


Controlled clinical studies are reported on a new oral nasal decongestant 
(Nolamine) in ninety-two patients with allergies, of whom ninety had 
respiratory allergies. Evaluations were made in comparison with a placebo, 
and also with other antihistaminic preparations previously used. 

Excellent or satisfactory results were secured in 88 per cent of the 
patients receiving the new oral combination. Relief was prompt and of 
satisfactory duration. 

There were no clinically significant side effects, or adverse effects upon 
the nasal mucosa. 

The simplicity of the oral regimen, its high order of effectiveness, and 
its freedom from adverse side effects commend the drug for routine 
clinical use in respiratory allergies, rhinitis, and other diseases character- 
ized by rhinorrhea and respiratory congestion 
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REASONING FOUNDATIONS OF MEDICAL DIAGNOSIS sale: 


Symbolic logic, probability, and value theory aid our understand- 
ing of how physicians reason. 

If a physician is asked, ‘‘How do you make a medical diagnosis?” 
his explanation of the process might be as follows: ‘First, I obtain 
the case facts from the patient’s history, physical examination, and 
laboratory tests. Second, I evaluate the relative importance of the 
different signs and symptoms. Some of the data may be of first- 
order importance and other data of less importance. Third, to make 
a differential diagnosis I list all the diseases which the specific case 
can reasonably resemble. Then | exclude one disease after another 
from the list until it becomes apparent that the case can be fitted 
into a definite disease category, or that it may be one of several 
possible diseases, or else that its exact nature cannot be determined.” 
This, obviously, 
diagnosis, for the physician might also comment that after seeing a 
patient he often has a This “feeling,” 
although hard to explain, may be a summation of his impressions 
concerning the way the data seem to fit together, the patient’s relia- 
bility, general appearance, facial expression, and so forth; and the 
physician might add that such thoughts do influence the considered 
diagnoses. No one can doubt that complex reasoning processes are 
involved in making a medical diagnosis. The diagnosis is important 
because it helps the physician to choose an optimum therapy, a de- 
cision which in itself demands another complex reasoning process.— 
Ropert S. Leptey and Lee B. Lustep, Science, 130:90, July 3, 


is a greatly simplified explanation of the process of 


“feeling about the case.” 
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COMBINED STEROID-ANTIBIOTIC THERAPY IN 
os ALLERGY ASSOCIATED WITH INFECTION 


WILLIAM C, GRATER, M.D., F.A.C.A. errs 
Dallas, Texas 


Lr. pie eiiss is a common feature in allergic disorders. Both 
adrenal steroids and antibiotics are anti-inflammatory agents. The com- 
binations of these agents in the therapy of allergy associated with infection 
is a matter worthy of consideration. 


In the early days of steroid therapy, much concern was voiced in re- 
gard to the infection promoting aspects of adrenal corticoids. Considerable 
literature accumulated showing steroids capable of promoting infection in 
man and experimental animals. Latent infections such as tuberculosis were 
occasionally exacerbated. The use of steroids in infection was considered 
contraindicated. 

In time, it was discovered that adrenal steroids were helpful in various 
infections. These included overwhelming infections of meningococcemia’ 
and typhoid fever? and diseases with definite hypersensitivity phenomena 
such as brucellosis,* tuberculosis meningitis* and trichinosis.® In all of 
these save trichinosis, specific antibiotics were used. In certain viral 
diseases such as infectious hepatitis,° herpes zoster,’ no specific antibiotic 
exists but steroids have sometimes proven quite beneficial. 

It is possible that this divergence of opinion may be resolved by 
further investigation of the effect of combined antibiotic-steroid therapy. 

Foley et al.* noted that the early work on steroids in infection involved P 
massive dosages. They found that in the experimental animal, dosages ;: 
of prednisone and prednisolone comparable to those used in human therapy 
did not prevent bacteriostatic action of chlorotetracycline. There was a 
wide range of safety. They felt the hazard of promoting bacterial in- 
fection by corticosteroids has been overemphasized. 

This study was undertaken to determine the value of combined adrenal 
steroid-antibiotic therapy in treatment of allergy associated with infection. 
Also to be determined is whether the ordinary dosages of antibiotics are 
sufficient to prevent any infection potentiating effect steroids might ex- 
hibit. 


METHOD OF INVESTIGATION 


& 

Patients suffering from allergies of the respiratory tract with associ- 
ated infection were selected. The youngest patient was three, and the 
oldest seventy years of age. The great majority were asthmatics. Purulent 
respiratory secretions, fever, and definite infectious symptoms were used 
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TABLE I. SUMMARY OF ALBA-PEN-CORTEF STUDY 


Dosage 
Each capsule contained: 
1. Novobiocin (as Novobiocin sodium) | =J We 250 mgm 
2. Penicillin G. Potassium 200,000 units 
3. Prednisolone 5 mgm 
Av erage patient dosage: 
Novobiocin 4.4 gm 
2 — 3.8 units 
. Prednisolone 95.0 mgm 
Asthma associated with infection 
Upper respiratory allergy with infection _ 7 27 
Atopic dermatitis with secondary infection a =! 


Total patients 178 
g 178 patients given 211 courses of therapy. oe 
~ Added Prednisolone required 21 
Results of therapy 
ane Unsatisfactory (includes drug allergies) 42 
' (4 of these had a satisfactory response on a later trial) 
Side effects 
Allergic dermatitis 22 
Nervousness 3 


Diarrhea (occurs in this patient with any oral penicillin) 


TABLE II. seein OF PANTEF STUDY 


Dosage 
Each capsule contained: 
Prednisolone 5 mgm 
Tetracycline 250 mgm 


Dosage varied from three to eight capsules given 

three to four times daily. 

Average capsules/ patient 28 
Prednisolone 140 mgm 


Tetracycline 7 gm 

7 Results 

Satisfactory Unsatisfactory 

{ Allergic rhinitis with infection 14 5 
Asthma with infection 106 4 


4 


Total patients 
Side effects 
Nausea 
Nervousness 


= 


TABLE III. SUMMARY OF MEDROL-PANMYCIN STUDY 


e 

Each capsule contained: 
Medrol mgm 
Tetracycline 250 mgm 
Dosage varied from three to eight capsules given 

three to four times daily. 


Average capsules/patient _. 25 
Tetracycline 6.2 gm 
Medrol 100.0 mgm 

Results ‘ 
Satisfactory Unsatisfactory 


Allergic rhinitis with infection 
Asthma with infection 


Total patients 
Side effects 
Excitement 
Nervousness 
Insomnia 
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as valid evidences for coexistent infection. The upper respiratory tract 
was examined before, during and after therapy. The lungs were evalu- 
ated by timed vital capacity and one-half second vital capacity determina- 
tions. All patients were closely checked for complications. Three differ- 
ent antibiotic steroid combinations were studied. The average oral dosage 
was three to four capsules daily for four to twenty-one days. No at- 
tempt was made gradually to reduce steroid moe 


All the antibiotic-steroid combinations were found to be rapid and 
effective therapies for respiratory tract allergy associated with infection. 
In many cases, conventional allergy and antibiotic therapy had not proven 
effective. In the first group, results, while satisfactory, were not as good 
as the other groups. There are perhaps two reasons for this; the high 
incidence of drug reactions and the smaller amount of steroids used. 

The drug allergies in group I proved most interesting. The great 
majority of these were most likely due to novobiocin since in twelve in- 
stances they could be reprecipitated by administration of small doses of 
novobiocin. No circulatory antibodies to novobiocin could be detected. 
Mucous membranes and patch tests were also negative. It is noteworthy 
that while prednisolone did not prevent these drug reactions, it was quite 
effective in their treatment. 

The low incidence of serious side reactions is noted. In particular there 
was no evidence of interference with the chemotherapeutic effect of the 
antibiotics. There were no complicating infections. —_— ene 


CASE REPORTS 


Case 1.—P. S., an eight-year-old white boy, had chronic allergic rhinitis, and suffered 
almost constant infections in the fall of 1957 with cough and wheezing. Antibiotics 
and anti-asthmatic measures were not effective. Initial examination revealed purulent 
respiratory discharges and moderate asthma, and culture of his sputum revealed both 
staphylococcus and streptococcus which in vitro were not sensitive to tetracycline or 
any other available antibiotic. Nevertheless, he had a gratifying response to Medrol 4 
mgm and tetracycline 250 mgm four times daily in seven days. Since then his only 
symptoms have been those of allergic rhinitis. 

Comment: Combined antibiotic-steroid therapy was of benefit in preventing 
chronicity. 


Case 2.—M. M., an eleven-year-old white boy had a history of eight years of asthma. 
He had an emaciated, deformed chest, and bronchiectasis was proved by bronchogram. 
He had a record of numerous hospitalizations. Usually he had responded poorly to 
antiasthmatic measures. Severe U.R.I. followed by asthma and purulent sputum. The 
vital capacity total 1000 cc with half second reading of 500 cc. Upon a two-week 
therapy of Medrol and tetracycline, he cleared up completely, having a total vital 
capacity of 2000 cc and half second reading of 1000 cc. 

Comment: The therapy was of value’in this intractable case, and hospitalization 
was avoided. 


ANNALS OF ALLERGY 


- of 


> 


| 
= 
= a 
f 
{ 
a 
3 
f 
{ 
4 
540 


STEROID-ANTIBIOTIC THERAPY—GRATER 


One of the most gratifying results was the beneficial effect on the 
patient’s illness. The temperature soon dropped to normal, signs of tox- 
icity were decreased, appetite returned, and there was improvement in 
general condition. 

The mode of action of steroids in infection is not clear in spite of the 
fact that a great deal of experimental work has been performed. Accord- 
ing to Thomas,® there was not enough evidence to prove or disprove any 
theory*as to mode of action. He notes that steroids definitely affect the 
host-parasite relationship. Perhaps some of the reasons for varying re- 
sults in experimental animals results from: (1) varying steroid dosage, 
(2) duration and timing of steroid administration in relation to infection, 
and (3) difference in host-parasite relationship in different species of 
animals, 

In man it is noted that both hypo- and hyperadrenalcorticism may be 
associated .with decreased resistance to infection. Kass and Finland’? 
have noted that steroids do not affect anaphylaxis, the release or effects 
of histamine, or the immediate type of hypersensitive response. Thus, 
steroids do not affect the exudative as much as the proliferative tissue re- 
sponse. They affect the hypersensitivity reactions characterized by cellular 
infiltration. Tuberculin type sensitivity and Arthus phenomenon are usu- 
ally decreased. 

In experimental animals given steroids, it is possible to control infection 
with antibiotics.* In larger doses, steroids have been reported to inter- 
fere with therapeutic efficiency of antibiotics.’* In this clinical study there 
was no instance of uncontrolled or accelerated infection. This experience 
parallels that of Kinsell and Jahn’ who used combined hormonal-anti- 
biotic therapy successfully in over 300 cases over a five-year period. They 
were of the opinion that the hazard of inhibition of inflammatory reaction 
can be adequately neutralized by administration of properly indicated 
antibiotics and discontinuation of corticoid therapy as rapidly as the 
patient’s condition permits. 

The host reaction to an infectious process is complex. It is well known 
that not all of these reactions are beneficial. Some of these, such as 
acquired hypersensitivity, anaphylaxis and altered reactivity, are detri- 
mental, and play a significant role in the disease process. Spink*® has 
shown that in brucellosis, patients with prolonged illness often display an 
exquisite sensitivity to brucella antigens. Steroids will protect against 
brucella endotoxin, and decrease dermal hypersensitivity, as well as alter- 
ing the disease process. Kremer’ notes that the host may react when no 
reaction at all would have been better. He considers infectious disease to 
be the combined manifestation of invader action and host reaction. The 
rational treatment of such disease may call for an antibiotic drug and a 
“host reaction modifier” such as a potent anti-inflammatory agent. 


The exact indication for combined antibiotic- steroid ae in aller- 
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gies associated with infection must await further study. From the present 
data, it appears that such therapy is of considerable value in preventing 


chronicity and in in neato otherwise intractable cases. 


SUMMARY 


During a three-year period, three separate antibiotic-steroid combina- 
tions were studied in short term therapy of respiratory tract allergy as- 
sociated with infection. In 407 cases, there were 348 successful and 
fifty-nine unsuccessful results. 

No significant side effects were noted. In no instance was there any 
evidence that infection was promoted. 
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Impartiality is either a delusion of the simple-minded, a banner 
_ of the opportunist, or the boast of the dishonest. Nobody is entitled 
to be unbiased towards truth or falsehood.—GartaNno SALVEMINI, 
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Tue PURPOSE of this paper is to emphasize the pao that 
allergy to grain dusts is seen in grain handlers, to discuss its incidence, 
and the possible part that insects may play in grain dust allergy. 

Sensitivity to grain dusts is the most common cause of respiratory 
allergy in grain handlers. This group includes farmers, members of their 
families, people who work at or live near grain elevators, and feed dealers. 

In the past few years, we have found 23.9 per cent of our patients to be 
grain handlers. We have seen 329 (Table I) grain dust exposed in- 
dividuals out of 1,370 cases surveyed. Of these, 203 were farmers, 
farmers’ families or grain elevator workers who were clinically affected 
by respiratory allergies due principally to grain dusts. One hundred and 
twenty-seven were strong reactors to grain dust without any confusing 
allergy to mold spores. Seventy-six additional grain- exposed individuals 
reacted both to grain dusts and to mold spores. | 


TABLE I. 


Present Study Halpin Noun 

patients surveyed 1370 913 470 
2. No. of farmers, taemaee” families, grain elevator 

operators, etc. 327 (100%) 96 (100%) 75 (100%) 
3. Grain handlers with grain dust symptoms 203 ( 61%) 81 ( 84%) 
4. Grain handlers with positive grain dust skin test 

reactions and negative mold reactions 127 (39%) 47 ( 49%) 44 ( 60%) 
5. Grain handlers with positive alternaria reactions 

and grain dust reactions 76 ( 22%) 34 ( 35%) 25 ( 33%) 
6. Grain handlers with no grain dust or mold complaints 126 ( 39%) 15 ( 16%) 


Halpin® and Noun‘ (Table IT) both reported a high incidence of grain 
dust allergy in their Iowa practices and their incidence study is similar to 
my own. With the knowledge that there are approximately 5,000,000 
people living on farms, it can be estimated that 500,000 have allergic 
rhinitis or asthma. Our figures would indicate that 60 per cent or 300,000 
allergic persons living on farms are allergic to grain dusts. 


Of the 203 cases of clinical grain dust allergy, the largest group com- 
prised eighty-six farmers who developed allergic rhinitis and/or asthma 
when exposed to corn dust, oat dust, hay dust or wheat dust. Farmers’ chil- 
dren and wives totalling sixty-eight cases comprised the next largest group. 
Two of these farmers’ children had to leave the farm during harvesting sea- 
son and live with relatives in town in order to get adequate relief. There 
were nine patients who lived so close to farms that they had observed 
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symptoms during the harvest season. We had twelve patients who had pre- 
viously lived on farms and experienced difficulty there. There were twelve 
farmers who had to give up farming because of incapacitating asthma due 
to grain dusts ; most of these persons had developed emphysema and many 
had to change climate as well as work. Sixteen additional patients lived 
near or worked at grain elevators, and this was a source of considerable 
distress to them during the active elevator operation. Another four were 
seed handlers bothered by inhalation of the seed dusts. 


TABLE II. GRAIN DUST REACTIONS IN EXPOSED AND NON-EXPOSED 
PATIENTS NOT SENSITIVE TO MOLD SPORES 


Scratch Tests Intradermal Tests 
Neg.| # | ## | ### | ####|Neg.| # | ## | ### | ####| Not Done 


127 grain dust exposed | 
patients 51 27 29 10 8 1 12 50 35 | 24 5 


Total 51 | 74 A. 121 5 
127 allergic controls 119 | 6 2 | 0 | 0 | 92 24 | 9 | 2 | 0 
Total 119 | 8 92 35 | 


The usual history is that of allergic rhinitis, coughing or wheezing after 
handling grain such as corn, hay, oats, wheat, or soy beans as fed to live- 
stock. Often the condition is aggravated by heavy exposure in harvesting 
or day-to-day feed grinding. The condition may be seasonal or perennial. 

Grain dust allergy is essentially a disease of young males under twenty 
years of age. When 200 cases were analyzed it was found that males out- 
numbered females 142 to fifty-eight. Of the 200, it was found that 105 
had the onset of their condition before the age of ten years; thirty-eight 
between eleven and twenty years; twenty-two more between twenty-one 
and thirty years; seventeen between thirty-one and forty years and 
eighteen after the age of forty-one years. a 

Patients were tested by the scratch technique using a fine powder of 
corn dust, hay dust, oat dust and a grain mill dust purchased commercially. 
This powder was suspended in glycero-Coca’s solution for scratch testing. 
One or more of these extracts produced positive scratch reactions in 131 
of 203 grain handlers. 

Intradermal testing was done with 0.02 cc of a 1-1,000 dilution of a 
Coca’s extraction. By this means, 184 positive intradermal reactions were 
obtained, with eighteen not indicated because of marked scratch reactions. 

Grain dust allergy is highly prevalent among grain handlers. We found 
that 61 per cent of our farmer patients had complaints with reference to 
grain dust, and 39 per cent had no symptoms when exposed to various 
grain dusts. 

It is important in evaluating grain dust skin reactions to recognize 
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that all grain dusts are heavily contaminated with Alternaria and other 
mold spores. We? have previously shown by cross neutralization studies 
that there is no common antigen between any of the grain dusts and 
Alternaria and/or Helminthosporium, Nevertheless there is sufficient 


TABLE III. GRAIN DUST REACTIONS IN MOLD SENSITIVE FARMERS 
AND NON-FARMERS 


Grain Dust Scratch Tests Intradermal Tests 


| 


Scratch 
Neg.| # ## | ### | Neg # | | ED 
76 mold sensitive farmers | 
exposed to grain dust 18 14 27 10 6 0 1 21 31 10 13 
Total 57 63 


75 alternaria cases not | 
exposed to grain dust 
(non-farmers) 20 


Total 


21 


Alternaria in any extract of corn dust, hay dust, oat dust or wheat dust 
to give confusing positive reactions in any mold sensitive individual 


whether he is a grain-exposed farmer or a city dweller. It therefore 
became imperative to divide our 203 grain dust cases into two groups 
depending upon whether they reacted to Alternaria or not. Thus we found 
127 grain-dust-exposed farmers, families and grain elevator 
operators who were not allergic to mold spores (Table II). 
with grain dust extracts were positive in seventy-four of these cases. 
Intradermal tests were positive in 121 cases, negative in one, and not 
indicated in five grain-exposed cases. In 127 allergic control cases there 
were eight positive and 119 negative scratch tests and thirty-five positive 
with ninety-two negative intradermal tests. 

Table III shows the futility of trying to interpret a positive grain dust 
reaction in an individual known to be allergic to mold spores. Here the 
control cases are presumed to have had no exposure to grain dusts but 
are known mold reactors. There is no significant difference in scratch 
tests or intradermal tests in the two mold sensitive groups tested with 
grain dusts, one group consisting of farmers exposed to grain dusts and 
the other group of urban dwellers not exposed to grain dusts. One can 
conclude from this study that scratch tests and intradermal tests for grain 
dusts are reliable antigens in individuals who are not mold sensitive. 


farmers’ 
Scratch tests 


In a previous study,’ we transferred to normal recipients the reagins 
of oat dust, corn dust, hay dust and wheat dust. In recent studies with 
five sera, we transferred psig to ~ dusts and feces insects. These 
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Some years ago we showed that there appeared to be a common antigen _ 
between oat dust and wheat dust.1 We? further showed that while Alter- — 
naria and Helminthosporium were common constituents or contaminants _ 
- of most grain dusts they had no common antigen. When sites were ex- | 
‘ ne hausted by grain dusts, they still reacted to Alternaria and Helmintho- | 
_ sporium. When sites were exhausted by Alternaria and Helminthosporium, . 
they still reacted to wheat dust and oat dust. It may be concluded, there- _ 
fore, that there is no common antibody between these molds and grain — 
dusts. 

Grain smuts were also studied? and the evidence linking them with the 
¥ grain dust antigen was inconclusive. 

With the recent interest in insect allergy,>®7*® and with the knowledge ~ 
_ that insects are commonly seen in grains, we decided to study a group 
_ Of known grain dust sensitive individuals with various insect antigens. 


Method.—Fifty grain dust sensitive patients and fifty allergic controls 
(not exposed to grain dust) were tested by the scratch and intradermal — 
techniques with corn dust, hay dust, oat dust and grain dust as well as with 
insects. The insect materials were supplied by Drs. Samuel and Allen 

Feinberg. They consisted of ant pupa, aphid, cicada, cockroach, cricket, 
ee ‘ daphnia, housefly, and May fly. Scratch tests were done with 10 per cent 
_ extracts and intradermal tests were done with 1-1000 dilutions. 


Results —The results of the tests with aphid and daphnia were so low — 
as not to be significant. 
_ Control studies indicated we should anticipate not over 12 per cent 

scratch reactions, and not over 24 to 32 per cent intradermal reactions - 
Z in a group of allergic individuals. The results of testing fifty grain dust 
exposed individuals with eight insects are seen in Table IV, A and B. 
Ant gave 46 per cent scratch reactions and 82 per cent intradermal re- 
actions. Cicada 52 per cent scratch, 82 per cent intradermal reactions. | 
Cockroach, cricket, and May fly each gave 90 per cent intradermal re-_ 
actions, while housefly gave 82 per cent intradermal reactions. Scratch 7 
reactions ranged from 46 per cent to 58 per cent in this group. We had _ 
three constitutional reactions which we attributed to this testing technique. — 
These results far exceed the results anticipated from allergic control — 
patients. 

While this is a preliminary report on early observations, it is highly — 
suggestive that one or more of these insects may act on the grain to 
_ produce what we call grain dust,.causing this simultaneous skin reactivity Le . 


4 to both insects and grain dusts. aE 
et - | 


ila “4 fly. Neutralization studies between these two groups have given inconstant 
results and further study will be required before reporting. 
q 
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Much work remains to be done along the lines of isolation and identifica- Bd 
tion of insects actually found in grains. These isolates must be collected 
or grown in the laboratory and extracts made of them before any definitive seat 
conclusions are drawn regarding the relationship of insect allergy to grain nore 
dust allergy. This work is in progress. 


TABLE IV. A. RESULTS OF GRAIN DUST AND INSECT TESTS IN FIFTY 
GRAIN DUST EXPOSED INDIVIDUALS 


Corn Dust Hay Dust | Oat Dust | Mixed Grain Dust 

Ser, | ID Ser. | ID Ser. ID Ser. ID 

| | | 
# 9 9 9 2 8 5 13 aa ‘ 
## 6 23 10 20 | 13 16 12 19 “3 
### 2 13 3 20 3 20 2 i a 
0 4 0 6 1 1 ab 

Total 17 49 22 | 48 | 2 48 | 23 | 48 a 
Pos. 
J 

B. REACTIONS TO INSECT ANTIGENS IN FIFTY GRAIN DUST SENSITIVE PATIENTS a - 
| | t= 

Ant Pupa | Aphid Cicada | Cockroach! Cricket Daphnia | House Fly | May Fly a 

Ser. | ID | Ser. ID Ser. | ID Ser. | ID | Ser. } ID | Ser. | ID | Ser. | ID | Ser. | ID . a 
Neg. | 27 | 9 | 48] 35 | 24 | 8 | 21 | 5 | 23] 5 | 44] 20 | 26 | 9 | 27] 5 
0} 14] O} 2) 4/15] 2] 11) 4] 10] Of} 5} 6] 11] 3] 14 
Total | 23 | 41 2 | 15 | 26 | 42 | 29 | 45 | 27 | 45 | 6 | 21 | 24 | 41 | 23 | 45 = 
Pos | 
= 

In the meantime these figures are suggestive that there is a significant "a4 
relationship between insect allergy and grain dust allergy. Our study os 
further indicates that respiratory allergy to grain dusts is a major problem : 
affecting 61 per cent of allergic grain handlers. or 

= 
ch 
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CLINICAL SPIROGRAPHY 


Observations in Bronchial Asthma 


(Historical Document ik 


‘SEELEY G. MUDD, M.D. 


Boston, Massachusetts 


= 


The apparatus and method employed in this study are the same as those 
described in Paper I of this series. 

Three patients, suffering from bronchial asthma, were studied. Ob- 
servations were made when they were having marked respiratory difficulty, 
and before and after treatment with epinephrin chlorid and atropin. 

The first patient, Mrs. L. G., was a housewife, 39 years old. Her chief 
complaint was difficulty in breathing and headache. The present illness 
dated from a period 18 years ago, after the birth of her third child, when 
she first experienced difficulty in breathing. The attacks had recurred 
every few months and lasted for various periods of time, frequently 
three or four weeks. There seemed to be no relation to seasons, flowers 
or food. However, the severe attacks seemed to be precipitated by over- 
activity. The patient was very irritable and had a mild psychoneurosis. 
The physical examination showed a typical asthmatic chest, with numerous 
diffuse musical rales. She had a slight watery nasal discharge, and 
occasionally raised a little grayish sputum. The examination of the heart 
was negative, and no focus of infection was made out. Record No. 1 
shows the respiratory tracing of this patient. At A the type of her 
breathing was recorded when she was having slight distress, and at this 
time room air was used in the machine. One will observe the volume per 
breath to be 303 c.c., the respiratory rate 17.2 and total ventilation 5.21 
liters. The vital capacity was recorded as 1508 c.c. By dropping per- 
pendicular lines to the time record from points on the respiratory tracing, 
at the beginning of inspiration, the height of inspiration, and the end 
of expiration, one is able to determine quantitatively the time relationship 
between the inspiratory and expiratory phases of the respiratory cycle. 
In this case expiration lasted 2.2 seconds, while inspiration comprised 
only 1.3 seconds, and the ratio of expiration to inspiration was determined 
to be 1.69. This ratio shows a prolongation of the expiratory phase, the 
ratio for normal individuals varying usually from 1.3 to 1.5. In other 
words, for the normal individual the expiratory phase is about 50 per 


*From the Medical Service of the Massachusetts General Hospital, Boston. Aided 
by funds from the Department of Medicine, Harvard Medical School. Awarded 
Boylston Medical Society Prize, 1924. 

seeraes from the Boston Medical and Surgical Journal, 193 :345-349, Aug. 20, 
1925. 


Epitor’s Note: In interests of space, the records referred to are omitted, since 
their significance to present-day readers is clear from the text. 
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cent longer than the inspiratory phase. In the respiratory tracing, in- 
spiration is the upward swing, and expiration the downward swing of 
the recording pen. 

Because of the possibility of an oxygen want prevailing in cases of 
asthma, it was determined to try the effect of breathing pure oxygen, 
and the record at B shows the result obtained. It will be noted, in this 
case, that after the patient has breathed pure oxygen for four minutes, 
the volume per breath had increased 63 per cent., the respiratory rate 
had decreased 29 per cent., and the minute volume increased 26 per cent. 
The ratio of expiration to inspiration in this case was 1.8. The vital 
capacity was recorded at 1480 c.c., a reduction of 2 per cent. over the 
previous value. In the vital capacity tracing there is a marked prolonga- 
tion during the period when the reserve aid is being expired. This indicates 
the difficulty that the asthmatic patient has in attempting forcibly to 
empty the lungs. Whether or not the increase in volume per breath and 
decrease in respiratory rate with oxygen is due to a psychic element, 
one is unable to decide. However, the increase in minute volume is not 
readily explained by oxygen inhalation. It is not likely that oxygen 
itself will reduce bronchiolar spasm. Furthermore, if anoxemia prevailed 
and was relieved by oxygen, the minute.volume would tend to be reduced 
rather than increased. 

At C a hypodermic injection of epinephrin chlorid m. V was admin- 
istered, and the Record D was taken one minute later. The patient was 
able to breathe without difficulty, and the record shows that the volume 
per breath had increased 84 per cent., the respiratory rate decreased 6 per 
cent., and the minute volume increased 74 per cent. It will be observed 
that the ratio of expiration to inspiration had not markedly changed, the 
value being 1.84. The vital capacity had increased 27 per cent. The 
record at E shows the type of breathing during the fourth minute after 
the hypodermic. At this period the patient was breathing comfortably, 
and the volume per breath increased 111 per cent., the respiratory rate 
decreased 12 per cent., and the minute volume increased 89 per cent. It 
is interesting to note that the ratio of expiration to inspiration had been 
reduced to 1.31, which is within the normal range. The vital capacity had 
increased to 2570 c.c., or 71 per cent. Even at this time, however, one 
observes the length of time required for the pushing out of the reserve air 
from the lungs. The record shows graphically the change in type of 
respiration in the asthmatic when epinephrin chlorid is administered, 
producing an active dilatation of the bronchioles. 

Another tracing was made of L. G., before and after a subcutaneous 
injection of .01 of a grain of atropin. This record was made several days 
later, when the patient was in much better condition, and showed higher 
normal values. However, during the fourth minute after the atropin was 
administered, the volume per breath was reduced 9 per cent. as compared 
with an increase of iit per cent. in a volume per a at a similar 
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_ interval following the injection of epinephrin, in Record No. 11. 
5 respiratory rate at the fourth minute following the use of atropin was 
reduced 10 per cent. as compared with a decrease of 12 per cent, at a 
similar period after the use of epinephrin. The minute volume at the © 
fourth minute following the administration of atropin was rediiced 19 


after a period Atropin did not the 

respiratory distress, as did epinephrin, from the subjective point of 
te a view. The respiratory tracings comparing the action of these two drugs 
ye ae that epinephrin is preferable. The atropin, of course, acts by 
the parasympathetic nerve éndings in the bronchioles. This 
patient obtained marked relief with epinephrin for about three hours, as 

- compared with little or no benefit with atropin. 


Asthmatic patients frequently show an increased sensitiveness to 
epinephrin. Alexander and Paddock? indicated in a series of twenty cases 
of asthma that the majority reacted to epinephrin with an abnormal rise _ 

iin blood pressure and pulse rate. Furthermore, they stated that asthmatics _ 

gave other characteristic signs denoting sensitiveness to small doses of 

this drug, by showing pallor, tremor and rarely rigor. Park® demonstrated — 

a reaction to epinephrin of excised rings of bronchi from an ox; relaxa- — 

tion occurred in every case, and was dependent upon the concentration of 
drug. 


Respiratory studies of normal, emphysematous, and asthmatic persons . 
_ were carried out by Staehelin and Schultze® in 1912 by means of a _ 
spirograph and pneumographs attached to the chest and abdomen. They _ 
indicate that in normal persons the abdomen begins both phases of the — 
respiratory cycle, and that in emphysema the action of the abdomen is 
greatly intensified, while in asthma the type of breathing is changed. ps 
since the lungs initiate inspiration and expiration. ; 


The second patient, E.P.C., was a carpenter, 56 years of age. His chief 
complaint was dyspnea, without exertion. His respiratory difficulty began 
four years ago, and followed a severe attack of influenza. Since then 
he has been unable to work. The chronicity of his symptoms and their 
_ daily occurrence strongly suggested a focus of infection to the consultant 
who was called. The physical examination showed tonsils that were large — 
and cryptic. There was marked pyorrhea and three abscessed tooth roots. 

_ The chest was of the asthmatic type, and characteristic musical rales 
were present. The sputum was negative for tubercle bacilli. The patient 
: to a skin test, in which a vaccine made of mixed influenza bacilli _ 

was used, the wheal being 3 inches in diameter after 24 hours. The 

respiratory tracing in this case is shown in Record No. 2, Part A, and © 
‘a indicates a very pronounced type of asthmatic breathing. One will note 
the anger type of nape and the absence of a pause between in- 
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spiration and expiration, or between expiration and inspiration. The 
tracing, particularly during the expiratory phase is uneven, which may 
indicate the use of the accessory muscles of respiration. This detail does 
not show in the reduced tracing. The resting value for volume per breath 
was 499 c.c., the respiration rate 20.65, and minute volume 10.34 liters. 
The ratio of expiration to inspiration was 1.67, and the vital capacity 1182 
c.c. At the end of a forcible expiration coughing occurred. The record 
at A was made when the patient was having marked respiratory difficulty, 
and was leaning forward with his hands on his knees. The tracing at 
B shows the type of respiration after breathing pure oxygen for a period 
of 4 minutes, with little or no subjective relief. At this time, the volume 
per breath had decreased 18 per cent., the respiratory rate was reduced 
5 per cent., and the minute volume had decreased 23 per cent. The vital 
capacity, at this time, could not be accurately determined, because of 
coughing which occurred during a marked expiratory attempt. Fifteen 
minims of epinephrin chlorid were administered at C, and the Record D 
was taken during the second minute after the hypodermic injection. It 
shows an increase in volume per breath of 29 per cent., and increase in 
the respiratory rate of 22 per cent., and an increase in the minute volume 
of 57 per cent. At this time the patient was breathing much more 
comfortably. The expiration-inspiration ratio was 1.7. It will be observed 
that the vital capacity had increased 9 per cent., but the patient did not 
make a full expiratory effort, because of his fear of coughing. At E 
one may observe the type of respiration during the sixth minute after the 
administration of epinephrin. The volume per breath, respiratory rate, 
and minute volume, all show a slight increase. There is still a marked 
prolongation of the expiratory phase which is indicated by an expiration- 
inspiration ratio of 2.0. The vital capacity, at this point, showed an 
increase of 11 per cent., although the patient did not attempt to forcibly 
expire. E. P. C., is a very severe asthmatic, and the effect of epinephrin 
was quite transitory, and only gave relief for approximately 20 minutes. 
Atropin was tried in this case, without benefit. 


Hoover and Taylor*® suggested that the real difficulty of ventilation in 
emphysema and asthma lies in the distention of the infundibula, and 
this fails to allow equal diffusion of CO, throughout the alveolar air. 


The high CO, content of the alveolar air in asthma and obstructed 
respiration, was considered by Friedman and Jackson? to be due, in 
general, to a circulatory cause. They maintain that the rise in intra- 
bronchial pressure during the long expiration interferes with the free 
flow of blood through the pulmonary capillaries and causes a damming 
back of the blood on the venous side. There is, therefore, a constant 
accumulation of CO, in the blood with the liberation of CO, into the 
alveolar air, chiefly during the short inspiratory phase of asthmatic breath- 
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The third patient, J.H., was an unmarried woman of 49. Her present 
illness started six years ago, when she experienced difficult breathing on 
exertion. She raised four or five ounces of watery sputum a day. There 
was no evident relationship to seasons, flowers, weeds or food. The 
attacks were aggravated by exertion. A consultant stated that the’ cardiac 
factor was not important. The physical examination showed a cyanotic, 
obese, orthopneic individual. The teeth were carious, and the chest was 
of the typical asthmatic type, filled with squeaking and musical rales. 
Record No. 3, Part A, shows the respiratory tracing of this individual 
shortly after entrance to the hospital, and indicates a volume per breath 
of 407 c.c., a respiratory rate of 27.05, and a minute volume of 11.01 liters. 
The expiratory-inspiratory ratio in this case was not prolonged, the value 
being 1.3. The record at B shows the type of respiration after pure 
oxygen had been inspired for three minutes. At this time the volume per 
breath was increased 3 per cent., the respiratory rate decreased 25 per 
cent., and the minute volume decreased 18 per cent. The patient said that 
she breathed more easily, which may be indicated by the reduction in 
respiratory rate. The expiratory-inspiratory ratio was 1.6. The vital 
capacity increased 21 per cent. At C a hypodermic injection of ten minims 
of epinephrin chlorid was given. The record at D shows the type of 
respiration during the second minute following the iniection. The volume 
per breath increased 8 per cent., the respiratory rate decreased 15 per 
cent., and the minute volume decreased 6 per cent. The expiration-inspira- 
tion ratio was 1.5. At the end of the sixth minute at E, the vital capacity 
was 1580 c.c., an increase of 100 per cent. At F, is shown the type of 
respiration during the eighth minute. The volume per breath had 
increased 27 per cent., the respiratory rate decreased 56 per cent., and 
the minute volume decreased 19 per cent. This indicates a change in 
type of respiration with a slight decrease in minute volume. The breathing 
during this period was much more efficient than at A, because of the 
increase in volume per breath and decrease in respiratory rate. The 
expiratory-inspiration ratio at this time was recorded at 1.58. The 
patient breathed more easily, and the relief produced by epinephrin lasted 
for two hours. This patient showed a type of bronchial asthma inter- 
mediate between a rather mild case, as in L.G., and a very severe case, 
as in E.P.C. 

In addition to the bronchiolar hypertonus in asthma, Huber and 
Koessler* have demonstrated a number of pathological changes in the 
bronchial tree. They showed an increased thickness of the bronchiolar 
muscle, a hyperemic cellular infiltration in the wall, and a marked hyper- 
trophy of the mucous glands. The hyperemia, cellular infiltration, and 
increased activity of the mucous glands tend to produce thickening and 
swelling. This condition may produce, either mechanically or chemically, 
an irritation of the peripheral nerve endings in the tube, which may in- 
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CONCLUSIONS 


(1) The type of breathing in the asthmatic patient studied showed a 
prolongation of the expiratory phase, in most cases. The expiration- 
inspiration ratio in cases of marked bronchial asthma varied from 1.5 
to 2.1, as compared with an expiration-inspiration ratio of 1.3 to 1.5, 
in normal individuals. 


(2) The respiratory records indicate the manner in which the breathing 
in asthma is facilitated, by the use of epinephrin chlorid. The volume per 
breath is usually considerably increased, the respiratory rate reduced, 
the minute volume increased and the expiration-inspiration ratio di- 
minished, following the injection of the drug. The vital capacity was 
increased in all instances. In one case (J.H.) the volume per breath 
was increased, the respiration rate greatly reduced, but the total ventilation 
was not greatly changed, following epinephrin. In a very severe case 
(E.P.C.) the expiration-inspiration ratio, and the respiratory rate, were 
not materially altered by the use of the drug. 


(3) The time required for the asthmatic to complete the supplemental 
phase, during a vital capacity tracing, was considerably prolonged, before 
as well as after epinephrin. 


(4) In severe cases of asthma, the effect of epinephrin chlorid, even in 
large doses, was less marked and more transient in character, than in 
mild cases. 


(5) Atropin is of some value in the treatment of asthma. However, 
epinephrin chlorid is much more efficacious, as shown in the respiratory 


-tracings, and also from the subjective point of view. rag 
(6) Oxygen therapy is of questionable value in asthma. 


In this asa I desire to thank Dr. James H. Means and Dr. 
E rancis M. Rackemann for their valuable suggestions and cooperation. 


REFERENCES 


1. Alexander, H. L., and Paddock, R.: Bronchial asthma; response to pilocarpin 
and epinephrin. Arch. Int. Med., 1921, XX VII, 184. 


2. Friedman, E. D., and Jackson, H. C.: The carbon dioxide content of blood and 
of alveolar air in obstructed expiration. Arch. Int. Med., 917, XIX, 767. 


3. Hoover, C. F., and Taylor, L.: The eee function of the lung in emphysema 
and asthma. Arch. Int. Med., 1915, 


4. Huber, H. L., and Koessler, K. KS: Sie of bronchial asthma. Arch. 
Int. Med., 1922 XXX, 689. 

5. Park, E. A.: The physiological action of epinephrin on the bronchi. Jour. 
Exper. Med., 1912, XVI, 558. 


6. Staehelin, R., and Schultze, A.: Untersuchungen an 
E ‘mphysematikern und Asthmatikern Ztschr. f. klin. Med., 1912, LXXV, 15. 


, 1960 


A 
AS 
one 
4 
=: 
= 
4 
= 


Gites A. KoetscHe, M.D. 


President, The American College of Allergists 


ANNALS OF ALLERGY 


* 
4 
. 
jo the 
: 


Although it has been only slightly more than three months since our 
sessions at the Americana, plans are well under way for our Graduate 
Instructional Course and Seventeenth Annual Congress at Dallas in March, 


1961. Dr. Philip Gottlieb of Philadelphia is the over-all program chairman 
for this convention. 


May I encourage all members of the College to send to Dr. Gottlieb as 
early as possible abstracts of papers they would like to have considered 
for presentation in the general session of the 1961: Congress. These must 
be submitted in quadruplicate and should be limited to 250-300 words. 
The deadline for the receipt of them for consideration is November 1, 1960. 


Those of you who wish to have a scientific exhibit at our next annual 
meeting should send, in quadruplicate, to the over-all program chairman 
a résumé of the material you wish to show. Space is assigned in the 
order in which subject matter adjudged acceptable is received, so submit 
your summary early. 


For the coming Congress, each specialty section has been asked to 
prepare one paper of general interest for presentation in the general scien- 
tific session. It will be the responsibility of the chairman of each specialty 
group to implement this plan, in addition to arranging the program for 
his section. 


All Associates of the College are reminded to prepare papers in com- 
petition for the Bela Schick Award provided each year by the Women’s 
Auxiliary. When abstracts of these are sent to Dr. Gottlieb as outlined 
above, be sure to state that they are submitted for presentation in competi- 
tion for this award. 


All members of the College are requested to tell their interns and resi- 
dents about the Clemens von Pirquet Award also offered each year by 
the Women’s Auxiliary to a physician of this category for the most meri- 
torious paper on any aspect of allergy prepared and presented by him at 
our Annual Congress. 


7e The Program Committee is counting on all of you to help make our 
Seventeenth Annual Congress and Graduate Instruc tional Course at Dallas 


in 1961 the best ever. 


vy", Gites A. Koretscue, M.D. 
‘ a President, The American College of Allergists 
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DRUGS SPECIALIZED FOR GERIATRIC USE 
Now that we have discovered the aged among us, everything in : 
the armamentarium will be washed into their stomachs, squirted — id 
_ their veins or injected into their wizened buttocks in promotion of _ os 


go? 


Publishers, Chicago, 1960. 
VotuME 18, May, 1960. 


life, liberty and man’s perennial duty to pursue exuberant happiness. 
We should reckon well, however, with two facts at the very start of 
this madcap dance to fend off decay: first, that those of the elderly 
who are scornfully still hard at work need nothing whatsoever from | - , 
us except that we keep damned well out of their way; and second, 
that those who have already retreated into loneliness and defeat will 
perk up amazingly in response to almost any therapy incorporating 
a fair modicum of special attention. If all the dollars soon to be | ad * 
. "4 expended on geriatric prescriptions were to be placed end to end > 

, the line would extend—ah well, who cares really how far it would 7 
i The new campaign is already providing those engaged in it . 
with much bustling enjoyment, and that is fine!—The Year Book 

of Drug Therapy, Edited by Harry Beckman, M.D., The Year Book 
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In Memoriam 


GORDON JUDSON McCURDY, M.D., F.A.C.A. 


Dr. Gordon Judson McCurdy died on February 14, 1960, in Phoenix, Arizona, at 
the age of fifty-seven. . 
In 1927, he was graduated from the University of Michigan Medical School, Ann ; 
Arbor, and received his degree. He was certified by the American Board of 
0 Otolaryngology and was a member of the American Academy of Ophthalmology and 
Otolaryngology. 
; He was also a member of the American Laryngological, Rhinological a 
Otolaryngological Society and the American Society of Ophthalmologic and — 
Otolaryngologic Allergy. He was associated with St. Joseph’s Hospital and the Good — 
Samaritan Hospital. 
Dr. McCurdy participated in the activities of the College as well as those of other — 
_ nose and throat societies and in the teaching of allergy. 
He will be greatly missed by his many friends and associates. 
Dr. McCurdy was promoted to Fellowship in The American College of Allergists | 
1943. 


FRANCIS LAMBERT McGANNON, M.D., F.A.C.A. 


Dr. Francis Lambert McGannon died in Lakewood, Ohio, on December 26, 1959, at — 
the age of fifty-six. 

Dr. McGannon was graduated from the Western Reserve University College of | 
Medicine in Cleveland and received his degree in 1929. He was certified by “a 
American Board of Ophthalmology and Otolaryngology and in addition to being 
active in the American College, he was also a member of the American Laryngological, =a 
Rhinological and Otological Society, the American Society of Ophthalmologic and_ 
Otolaryngologic Allergy and was past president of the latter. = | 

He was a Fellow of the American College of Surgeons and a member of the © 
American Academy of Ophthalmology and Otolaryngology and was associated with — 

St. John’s Hospital. 

_ Dr. McGannon was interested in the application of the principles of allergy in the 
practice of his specialty. He participated in many scientific programs and in the 
teaching of allergy. 

He is a great loss to his family, his friends and his many patients. 

Dr. McGannon was promoted to Fellowship in The American College of Allergists = 


in KH. 


OMISSION 


The authors of the paper “The In Vitro Sensitivity of Leukocytes from Allergic — 
and Non-Allergic Subjects to the Products of Growth of Microorganisms” published — 
in the April issue of ANNALS OF ALLERGY, pages 401-408, are affiliated with a 
vai University of Kentucky in Lexington, Kentucky. This paper was submitted for cS. 
publication on July 3, 1959. 


7 am a The following addition should be made to Table II, page 403, of the above 
mentioned article: 
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Culture Apparently | Healthy Clinically Allergic 
of Number Positive | ‘Number Positive | Ratio 
Tested Number Per Cent Tested Number Per Cent | CA/AH 
S. | 2 3 | 23.0 2.0” 
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CUBAN SOCIETY OF DERMATOLOGY AND SYPHILOLOGY 


The Cuban Society of Dermatology and Syphilology elected the following officers 
for 1960: : 


Dr. Bartolomé Saguré Delgado 
FLORIDA ALLERGY SOCIETY 4 
The Florida Allergy Society elected the following officers for 1960 at their recent ola 
President-elect.................Solomon D. Klutz, Orlando 
Secretary-Treasurer.....Benjamin A. Johnson, Jacksonville 


ay d 


WASHINGTON STATE ALLERGY SOCIETY 


The current officers of the Washington State Allergy Society are as follows: 7 


WOMAN’S AUXILIARY MEMORIAL SCHOLARSHIPS 


The Woman’s Auxiliary Memorial Scholarships have been made possible by a io _ 

contribution of $300 to the College. These scholarships will be for attendance at =e # 

the Instructional Course of the Seventeenth Annual Congress of The American — 5 

College of Allergists, March 12-17, 1961, at Dallas, Texas. They will be awarded oe 

in accordance with the order in which applications are received and on the basis et oi 
of the merit of the application. Physicians who wish to apply and be considered 
for these scholarships should send their applications to Dr, Philip Gottlieb, slates 

Chairman, 818 Medical Arts Building, Philadelphia 2, Pennsylvania. 

WOMAN ’S AUXILIARY ANNOUNCES AWARDS 

The Woman’s Auxiliary to The American College of Allergists announces again = _ 


that for presentation at the Seventeenth Annual Congress of the College, two prizes 
will be awarded for the fifth year. 

The Bela Schick Award, a prize of $150 and a Certificate of Award, will be 
made for the best paper written by an Associate Fellow of The American College 
of Allergists. 

The Clemens von Pirquet. Award will be made for the best paper (on any aspect 
of allergy), written by an intern or resident. This paper will also be presented at 
the 1961 Congress (March 12-17). A Certificate of Award will be given, a prize of 
$75 and, in addition, $75 to defray traveling expenses to the convention. 

All papers are to be judged by a committee consisting of the program committee 
of the Seventeenth Annual Congress and of members of the Editorial Board of 
ANNALS: OF ALLERGY. Awards and: checks will be presented at the annual meeting 
at Dallas, Texas. 
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Muir, A., and Cossar, I. A.: Aspirin and gastric hemorrhage. Lancet, 1:539 (Mar. | 
14) 1959. 
Increased frequency of gastric hemorrhage suggests that, soon, complete con- 
vy a studies of effect of acetylsalicylic acid on gastric mucous membrane may _ 
be done. 


Caputi, S., Jr.: An anaphylactic-type reaction attributed to penicillinase. New England 
J. Med., 260:432 (Feb. 26), 1959. " 
Sick patient gets penicillin and reacts, and given penicillinase again reacts. What 
happens if reaction occurs to drugs given to control penicillinase reaction? 


Schonbaum, E., Casselman, W. G. B., and Large, R. E.: Studies on the time course 
of the response of the adrenal cortex to histamine and cold. Canad. J. Biochem. 
& Physiol., 37:399 (Mar.) 1959. 
After exposure to either cold or histamine, corticosteroid output increases, and _ 
adrenal ascorbic levels fall in excised adrenals of rats. 


Silverman, M.: Subacute delirious state due to “preludin” addition. Brit. M. J., 1:696 © 
(Mar. 14) 1959. 
Auditory hallucinations and visual illusions were noted following use of drug as 
appetite depressor. 


Katsh, S.: Serotonin and histamine in human ejaculate. J. Urol., 81:570-72 (Apr.) 


Human ejaculate contains serotonin and histamine. Do antihistaminic and anti- 
serotonic agents affect fertility? 


Segal, M. S., Attinger, E. O., and Duvenchi, J.: oy cor pulmonale—its manage- 
ment. . Am. Geriatrics’ Soc., 7 :240 (Mar.) 1 
In the management of 23 patients suffering ‘ong severe chronic cor pulmonale, 
chlorothiazide was clinically effective. 


Uhlenhuth, E. H., Canter, A., Neustadt, J. O., and Payson, H. E.: The symptomatic 
7 relief of anxiety with meprobamate, phenobarbital and placebo. Am. J. Psychiat., 
115 :905-910 (Apr.) 1959 

All three substances equally effective. 


Nesbit, R. M.: The incidence of severe reactions from present-day urographic con- 
trast materials. J. Urol., 81:486-489 (Mar.) 1959. 

The most effective method of protection appears to be the use of antihistaminic 
agents given intravenously. 


Rousso, C., and Perrier, C. V.: Clinical and metabolic study of a new corticosteroid, 
dexamethasone. Schweiz. med. Wehnschr., 89:405-407 (April 11) 1959. 
Although the clinical indications are the same, the drug potentiates diuretics and 
impairs glucose tolerance. It is the most potent corticotropin suppressing agent 


currently available. 

Quinlan, J. J., et Hiltz, J. E.: Farmer’s lung or bronchomycosis fenisecarum. 
Canad. M. A. J., 80 :261-263 (Feb. 15) 1959. | « 
The patients are usually acutely dyspneic but not bronchospastic. The patients + 


are allergic to mold spores common to hay or grain. 


q Mitchell, R. G., and Cass, R.: Histamine and 5 Ponereteeine in the blood of — 
infants and children. J. Clin. Invest., 38: 595-604 (Apr.) 1 
In the blood of healthy children, there is an inverse angie between the 


amounts of histamine and 5- hydroxytryptamine. Significance not known. a 


right, R. L.: Near-fatal anaphylaxis from typhus vaccine. U. S. Armed Forces 
Med. J., 10:481 (Apr.) 1959. 
The urticaria was relieved by diphenhydramine (Benadryl, Parke, Davis) which — 
may have delayed an anaphylactoid reaction. The patient responded to epinephrine fr = 
and cortisone. > 
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Nelson, C. T.: Tissue electrolyte changes in anaphylactic shock. A.M.A. Arch. 


Dermat., 79 :444-448 (Apr.) 1959. 
1- Benzyi- 2-methyl-5-methoxy tryptamine lessens degree of cold urticaria. Sug- 
gests that antagonists to serotonin might be useful to control the tissue changes 


resulting from trauma and anaphylaxis. 


Preston, J.: Central nervous system reactions to small doses of tranquilizers. Report 
of one death. Am. Practitioner, 10:627-630 (Apr.) 1959 
Paroxysmal neuromuscular reaction to 4 phenothiazine tranquilizing agents. 
} Involved are organs innervated by the 9th to 12th nerves and also the respiratory 
center. Reversible when use of drug is discontinued. 


Nordquist, P., Cramer, G., and Bjorntorp, P.: during chloro- 
thiazide treatment. Lancet, 1 :271-272 (Feb. 7) 1 
Six patients who developed thrombocytopenia Pca A chlorothiazide adminis- 
tration are described. With cessation of treatment, the platelet count returned to 
normal. 


Blatt, H.: Fourth review of microbial allergy, 1957-1958. Rev. Allergy & Applied 


Immunol., 13:133-197 (Mar.) 1959. 
Comprehensive review of present-day concepts supported by a bibliography of 
729 references. 


Green, I., and Finkel, M.: Thrombocytopenic purpura associated with sulfamethoxy- 
pyridazine administration. New York J. Med., 59 :2034-2036 (May 15) 1959. 
Reversal followed withdrawal. 


Skanse, B., and Miorner, G. : a influenza with adrenocortical insufficiency. Lancet, 
1:1121-1122 (May 30), 
Resistance to Asian ne eseiag is apparently lowered by adrenocortical insufficiency. 
Such patients should be vaccinated and adequacy of replacement therapy checked, 
should they be exposed or infected. 


Biesalski, P., and Marquardt, K.: Management of rhinitis in young children. Thermo- 
electric reassurement of congestion in the nasal mucosa. Schweiz. med. 
Wehnschr., 89 :510-512 9) 1959. 

Otrivine é (4’-ter-butyl-2’, 6’-dimetyl-phenylmethyl) -imidazoline hydrochloride) 
reported as an excellent nasal decongestant free of side effects and adapted for 
children. 


Legler, U.: Nasal drops causing intoxication in infants and small children. German 
Med. Monthly, 4:117-118 (Apr.) 1959 
marked drowsiness or coma results from an overdose of tyzine or privine, 
maintain respiration, use of oxygen if need be with intubation. Do not use 
stimulants or analeptics. 


Ippen, H.: Reaction to “mesantoin” and infectious mononucleosis. German Med. 
Monthly, 4:130-132 (Apr.) 1959. 
In true (not drug-induced) infectious mononucleosis, there is a high eosinophilia 
anda oe negative Paul-Bunnell reaction. 


Stanley, J.: Prolonged hypotension due to chlorpromazine. Am. J. Psychiat., 
118: 1124 1126 (June) 1 1959. 
Cardiovascular and alcoholic patients are especially reactive to small doses. 
The treatment of choice is noradrenalin. 


Campbell, C. H.: Skin pigmentation with Camoquin as a malarial suppressive. Trans. 
Roy. Soc. Trip. Med. Hyg., 53:215-216 (Mar.) 1959. 

Bluish-grey to almost black pigmentation of the nail beds, skin, and hard palate 

reported as occurring in subjects who have for one year or more taken three 

tablets of Camoquin. 


Langs, R. J., Fuchs, A. M., and — M. B.: Poison ivy dermatitis. Ind. Med. & 
Surg., 28 :257-261 (June) 1959 

Controlled toxicity, patch tests and clinical studies of an alum precipitated 
pyridine ivy complex on guinea pigs and patients. 


Yaffee, H. A.: Erythema multiforme (Stevens- oo} syndrome) caused by peni- 
cillin. A.M.A. Arch. Dermat., 79:591 (May) 1 
Severe exudative erythema multiforme type of aide successfully treated with 
intravenous adrenocorticotropic hormone. 
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Mason, S. R., Sandt, J. J., and Duggan, J. J.: Acute, transitory, severe central 
_ ‘mervous system toxicity following administration of prochlorperazine. New York 
State J. Med., 59 :2037-2040 (May 15) 1959. 

— Hyperthermia, Parkinsonism and insomnia lasting for three weeks following 
withdrawal. 


Wirth, L.: Use of corticosteroids for protection against sunburn. Military Med., 124: 
367 (May) 1959. 

Four doses of prednisolone (10 mg each) taken every three hours resulted in 
painless erythema and accelerated pigmentation. 


Winkelmann, R, K., and Lorenc, E.: Treatment of acute parapsoriasis with cortico- 
tropin (ACTH). A.M.A. Arch. Dermatol., 79:512-515 (May) 1959. =. 
Complete resolution and remission lasting nine months. Suggests disorder may 
be a manifestation of allergic angiitis. 


Norins, A. L.: Chlorothiazide drug eruption involving photosensitization, A.M.A. 
Arch. Dermat., 79:592 (May) 1959. 

Drug administration followed by appearance of light induced purpuric rash. 
Not purposely reproduced. 


ays Harman, R. E.: Highlights of the chemistry of the newer antibiotics. Trans. New 
York Acad. Sciences, Series No. 2, 21:469-483 (Apr.) 1959. 
Antibiotics from the point of view of their molecular structure. 


Jost, F.: gm dyscrasias associated with tolbutamide. J.A.M.A., 169 :156/1468 (Mar. 
28) 1 959. 
Severe aplastic anemia (possibly lethal) noted in a 69-year-old diabetic male 
given oral hypoglycemic medication. 


Holmstedt, B., and Wallen, O.: Drug administration by means of cigarettes. Arch. 
Intern. Parmacodynamie, 119:275-293 (Apr. 1) 1959. 
Diphenhydramine (Benadryl, Parke, Davis & Co.) is quantitatively carried by 
the cigarette smoke. Not successfully administered were penicillin and chloro- 
mycetin. 


Dickstein, B.: Trimeprazine for pruritus in children. J. Albert Einstein Med. Ctr., 
7:115-117 (Apr.) 1959. 
In 69 of 83 children, dl-10-(3-dimethylamino-2-methylpropyl) -phenothiazine 
partially or completely relieved pruritus caused by either primary dermatological or 
infectious disorders. 


Weiner, S., Patterson, R. W., and Mackenzie, E. F.: Persistence of tetanus antitoxin 
in children two years after a third dose of tetanus toxoid. Med. J. Australia, 
1:188-189 (Feb. 7) 1959, le 
In all of 29 children, 0.1 unit tetanus antitoxin/1 ml serum was present. 
4) 


Tucker, Donald P.: Injudicious use of steroid-containing eye drops. New England 

J. Med., 258 :946-947 (May 8) 1958. 

Herpetic iritis, corneal necrosis and corneal perforation, all rare complications in 

cm past, have become more common following use of steroid-containing eye- 
drops. - 


Pinkerton, H. H., Jr., and Van Metre, T. E., Jr.: Immediate therapy for the acute 
attack of asthma: a comparison of epinephrine and orally and intravenously 
administered prednisolone. New England J. Med., 258:363-366 (Feb. 20) 1958. 
In special circumstances, and when preceded by corticosteroids, epinephrine may 
be used to supplement treatment with prednisolone. 


Killman, S., and Harboe, N.: Characterization of different types of leukocyte 
agglutinins. Acta path. microbiol. Scand. (Copenhagen), 45 :12-26, 1959. 
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Carl J. Wiggers, M.D. 416 pages. Grune and Stratton, 1959. Price: $10.25. 


One of the outstanding research physiologists of the twentieth century relates 
in this monograph his autobiography and gives an account of his diversified cardio- 
vascular researches. His writing style easily holds the readers’ interest as he dis- 
cusses the activities and problems associated with an academic career of teaching and 
investigation. This book should have an appeal to a wide range of physicians 
in addition to teachers, physiologists and cardiologists. 


LEUKOCYTE ANTIGENS AND ANTIBODIES. Roy L. Walford, M.D. 150 
pages. Grune and Stratton, 1959. Price: $6.75. 

This book—the first of its kind to appear in the English language—presents a 
synthesis and evaluation of theories, results and hypothesis in the rapidly expanding 
field of leukocyte immunology. Further, it presents the American reader with studies 
which heretofore have been largely confined to the European physician. The author 
has wisely limited himself to a careful and detailed analysis of humoral or circulat- 
ing antibodies directed against leukocyte antigens, and the practical and theoretical 
applications. The result is a book which presents a wealth of information in a 
remarkably direct, concise and logically organized form, of interest and value to every 
worker in hematology, clinical pathology and the broader aspects of laboratory 
medicine. 


DIAGNOSIS AND TREATMENT OF TUMORS OF THE CHEST. David M. 
Spain, M.D. (Editor) 384 pages. Grune and Stratton, 1959. Price: $14.75. 
This volume is specifically written to aid the practicing physician in the early 

diagnosis and judicious treatment of malignant and benign chest tumors. Both 
diagnosis and therapy of these conditions have advanced rapidly in recent years, 
and this book places a wealth of new material at the ready disposal of the reader. 
The twenty-three chapters of the book cover aspects of etiology, experimental 
production of tumors, the pathogenesis and pathology of carcinoma, diagnosis and 
treatment. In addition, there are special chapters dealing with tumors in various 
areas: the chest wall and diaphragm, the esophagus, the heart and pericardium. 
the pleura, the mediastinum as well as other areas. Each of the chapters is 
contributed by an authority in the field, writing from personal experience—and 
the sum-total of these chapters comprise a guide to our current knowledge (as 
well as current experimental work) of chest tumors. The clinical aspect of this 
book is dominant, however, and it should prove a valuable guide to the practicing 
physician. A profusion of charts and photographs add to the usefulness of this 
book. 


PULMONARY CIRCULATION. Wright R. Adams, M.D., and Ilza Veith, Ph.D 
(Editors) 340 pages; 127 illustrations. Grune and Stratton, 1958. Price: $4.50. 
This book contains the proceedings of a symposium devoted to the pulmonary 

circulation. The participants in the conference included many outstanding workers 
in this field. The book accurately reflects the intensive studies that have recently 
been made in this rapidly advancing field of physiology. The coverage of the 
topics is impressive. The volume not only serves as a comprehensive review of 
existing knowledge but also outlines many of the problems to be solved in the 
future. The Chicago Heart Association and the editors are to be congratulated for 
making this excellent volume available to students, clinicians and physiologists. 
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RESPIRATORY PHYSIOLOGY AND ITS CLINICAL APPLICATION. John 
H. Knowles, M.D. 256 pages. Harvard University Press, 1959. Price: $5.25. 
This book is intended for the medical student and practicing physician with 


the hope that it will furnish information of practical use and lead to better under- 
standing of a relatively new and difficult field of laboratory medicine. There 
are many excellent sources available concerning normal respiratory physiology, 
but as yet there is no single source where the interested physician without pre- 
vious experience may turn to obtain information as to the methodology, indications 
for clinical use, limitations, and interpretations of pulmonary function tests. Simi- 
larly, the new knowledge resulting from the widespread use of these tests in 
recent years has in many instances necessitated a revision of older concepts con- 
cerning the pathologic physiology of chronic pulmonary diseases. This book is 
written as a primer for the interested neophyte with the desire to fulfill these 
needs. An attempt has been made to assemble and interpret, in an applied and 
clinical frame of reference, pertinent material concerning respiratory physiology 
in normal and disease states. Those tests have been emphasized which can be 
carried out by the practicing physician with a general hospital laboratory and a 
small amount of equipment available to him. Other more complicated tests are 
discussed briefly and pertinent references cited for further reading. Pathologic 
physiology, the cornerstone of clinical medicine, is stressed, and signs and symptoms 
related wherever possible to the results of specific pulmonary function tests. 
This book is not an exhaustive treatise and I have purposely tried to be brief. 
The references have been chosen carefully for their originality and readability. 
It is hoped that they will compensate for the brevity of some of the discussions and 
give the interested reader with further needs a good start in the literature. Sym- 
bols and mathematical exercises have been kept to a minimum and the concepts 
they embody discussed in words. This has been done with a feeling of compassion 
for the average doctor who is not a mathematician and has little time for abstractions. 
In short, this book is written for the interested clinician with the hope that 
some of the trepidation and skepticism surrounding respiratory physiology and 
pulmonary function tests will be dispelled, and the pathologic physiology of chronic 


pulmonary disease more easily understood. = 
Author's Preface 


, a The most famous doctrine of the logical positivists was the Veri- 


fication Principle: the thesis that the meaning of a sentence lies in 
its method of verification. It was by the use of this that various 
kinds of utterance which for one reason or another did not seem 
to be even in principle verifiable, could be dismissed as nonsense, 
literally meaningless, without factual content. The bétes noires were 
metaphysics and theology: but ethics and lyrical expression were in 
danger with the alleged intellectual bath-water. All significant ut- 
terances must be, it was claimed, either analytic propositions, the 
truth of which depends wholly and entirely on the meaning of the 
words they comprise, or synthetic factual propositions the truth of 
which depends solely on what is, as a matter of fact, the case in the 
non-linguistic world. This contention was a modernized version of 
what has been helpfully nicknamed Hume’s Fork: “All the objects 
of human reason or enquiry may naturally be divided into two 
kinds, to wit, Relations of Ideas, and Matters of Fact.’’—Ideas, 
Hawthorn Books, 241 Inc. New York, New York, 1957. 
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DERMATOLOGY FOR THE ALLERGIST 


PRACTICAL PEDIATRIC DERMATOLOGY. Morris Leider. 433 pages, 115 , 
illustrations. St. Louis: C. V. Mosby Co., 1956. Price, $10.50. mr aie 


PRACTICAL DERMATOLOGY. George M. Lewis, 363 pages, 515 illustrations. 
Philadelphia and London: W. B. Saunders Company, 1959. Price $8.00. 7 ™ 


ATLAS AND MANUAL OF DERMATOLOGY AND VENEREOLOGY. W. © “y 


Burckhardt, trans. by Stephan Epstein. 276 pages, 159 illustrations. Baltimore: vie 
The Williams & Wilkins Company, 1959. Price, $14.00. a 7 
GENERAL DIAGNOSIS AND THERAPY OF SKIN DISEASES. Hermann sis 
Werner Siemens, trans. by Kurt Wiener. 324 pages, 375 illustrations. Chicago: z : ‘y 
University of Chicago Press, 1958. Price, $10.00. _ 


Each of the four books to be reviewed are good. One or two of them are better * 's 
than others. Laurels must be given to Leider, who begins with a table of the inci- _* 
dence of skin diseases, as noted among 74,000 admissions to the Harriet Lane Home. - 


Any of the approximately sixty entities might at any time be brought to an | 
allergist, in that every seventh case admitted to the hospital was brought because ~ =? 

of a continuous disorder. Of these, 33.7 per cent were almost undoubtedly caused as 

by allergic mechanisms, as represented by angioneurotic edema, dermatitis medica- 
mentosa, dermatitis venenata, eczema and urticaria. The author writes so well that 7 
perhaps it would be best to let him speak for himself. od . 


7 Leider says: 


“The word ‘practical’ in the title of this book should suggest that conditions and : 
treatments that are workable are emphasized, but not that conditions that are rare 
and treatments that are difficult or uncertain in effect have been entirely overlooked. 
The same goes for theory: where things could be made simple, I hope I have done = % 
so, but where complexity and perplexity exist, I hope equally that I have not blinked _, 
the fact.” 

“Despite great general and specific advances that have been made in dermatologic __ 7 
therapy in recent years, the larger part of effective treatment of cutaneous diseases =~” 
is still based on long-established principles and well-known agents of topical therapy. = 
This is especially true in pediatric dermatology where oral and injectable drugs and - 
physical therapeutic modalities have special difficulties and hazards which limit their 
usability. More emphasis therefore has been placed and more detail given on the art 
and science of nursing and medicating the skin directly than will be found in most 
books. Systemic medication and nonmedicinal agencies have not been neglected; they 2 
are cited briefly in proper dosage, for proper indication, and with proper techniques ~~ 
and safeguards. Topical treatment, however, requires, in addition to prescription b= 
of agents, methods of use that have to be learned, have to be described, and have to —_ 
be taught repeatedly to patients. Good practice of topical therapy is a matter both a 
of knowledge and of ingenuity in imparting some of that knowledge in an under- : ea. 
standable way to lay persons.” i 

“Almost nothing will be found in this book on pediatric dietotherapy or on pueri- a4 ‘ 
culture. This book is not a treatise on the pediatric aspects of dermatology, but == 
rather a practical exposition of dermatologic problems in the young. I do not believe oP aa 
that food per se is responsible to any significant degree for cutaneous disease, ‘io 
nor that dietary juggling helps to cure outright or to alleviate significantly any fe 
common dermatologic condition. I believe that abundant nutriment and perfect 2 
metabolism are good for all organs, including the skin; that malnutrition and dys- hi 
metabolism are bad for all organs, including the skin. There are systemic metabolic aye 
diseases and avitaminoses that have cutaneous manifestations and require special _ 
dietotherapy, but none of the common cutaneous diseases, including atopic der- en 


VotumE 18, May, 1960 


] 
| 


BOOK REVIEWS 


matitis, is helped or is curable by playing with the composition of formulae, by 
seeking the milk of strange mammals, or by eschewing orange juice, wheat and 
other cereals, fish, flesh, fowl, vegetables, eggs, and nuts. The rare case of a 
dermatosis, almost always an urticaria, that is caused by adventitious sensitization 
to a food will be so obvious and so unique in its one food cause that no great 
_ talent will be required to diagnose it and to cure it by avoide nce, unless the food © 
_ is so widely distributed or occultly ingested that it is unavoidable.” 


“Another thing not to be found here is a section on psychosomatics. As with 
_ diet, mentality and mental disturbances are not, in my opinion, prime movers of other 
organ disease. Physiologic alterations far beyond the normal average may be 
set into motion by transient, or frequently repeated, severe mental or emotional 
disturbances, but permanent ‘structural changes do not come into being solely or 
directly from thoughts, emotions, or mental derangements. The precipitation of 
some diseases may be made earlier or their incidence greater (or of others more _ 
difficult or smaller) by psychic circumstances, and treatment may be more difficult | 
or easier on account of mental aberration in directions of deficiency or genius, but 
-macules, papules, pustules, vesicles, wheals, oozing, crusting, lichenification, and — 
scars are not caused purely by a disturbed psyche. Neurotic and psychotic indi- 
viduals may wittingly or unwittingly injure their skins, but without fingernails, 
keves or jumps from open windows, nothing they may do in their heads injures 
the skin especially, or in ways that can be characterized as syndromes.” 


Following a chapter on the basic-science aspects of dermatology, Leider discusses 
the principles of dermatologic diagnosis, dermatologic therapy and the dermatoses — 
attributable to physical causes, pyogenic bacteria, fungous infections, viruses and 
parasites. The dermatoses based principally on allergic mechanisms and the reciprocal 
relationships between cutaneous diseases, other organ diseases and systemic disorders 
are discussed. Dermatoses not etiologically classifiable, minor or uncommon dermatcses — 
in infants and children, are each given due consideration. The tables are clear, 
the photographs truly illustrative, and treatment, when possible, of the type that 
another can follow. 


Printed on blue paper for easy reference is “An Annotated Formularly of 101 
Useful Dermatologic Preparations for Topical Application.” This alone is worth 
~~ the price of the book. 


Lewis has another point of view. He says: 


this book, designed as a text for medical students, a practical guide for 
general practitioners, and an aid in orientation for other specialists, was written 
to meet the often expressed desire of my students to have a concise and well- 
illustrated text which would still serve their needs after they enter practice. It seeks 
to describe, as succinctly as possible, the clinical features and the method of manage- 
ment of the more common skin disorders. Emphasis throughout the text is cen- 
tered on (a) means to accurate diagnosis and (b) selection of appropriate treatment. 
To the student and practitioner recognition and identification of skin lesions present 
the outstanding dermatologic problem, but therapy is often difficult and challenging.” 
“The interests of dermatology are many and varied. Disease processes may 
affect any portion of the skin, including its appendages (nails and hair), and often 
coincidently involve the mucous membranes, as in the mouth and anogenital region. 
Disorders of the skin run the gamut from congen‘tal anomalies to neoplasms to 
infective or non-infective inflammatory processes. The psyche may be of considerable 
importance in the etiology of various skin affections. The interests of dermatology 
often overlap those of other specialties, which is not surprising since the skin and 
other organs often share a disease process.” 


There are more photographs, in some cases as many as five, of any 
of lesion, so that there are 555 illustrations, as compared to Leider’s 115. The text 
is arranged according to diagnostic methods, acne and the seborrheic dermatoses, 
pruritus, the eczematous dermatoses, urticaria and the drug eruptions, collagen 
diseases, the vesiculobullous disorders, the maculopapulo-squamous diseases, the 
pyodermas. the fungous infections and disorders due to bacteria, parasites, physical 
agents and viruses. There are chapters devoted to disorders of the mucous mem- 
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branes, nails and hair. It ends with a discussion of basic sciences in dermatology, 
and again, with a dermatologic formulary. A list of periodicals and abstracting 
journals concerned with dermatologic problems is included. 

Lewis has succeeded in writing a book designed as a text for medical students, 
and a great deal of the text is actually in the form which would be used for an 
examination in dermatology. 

Of Burckhardt’s Atlas and Manual, Stephan Epstein says: 


“When I saw the proofs of Professor Burckhardt’s Atlas and Manual of Derma- 
tology and Venereology it occurred to me that a translation of such a book would 
be welcomed by American physicians. A combination of an atlas containing magnifi- 
cent color pictures with a: concise modern text, at a price which brings it within 
the reach of every physician, has no counterpart anywhere.” 

“Professor Burckhardt’s book is intended for the general practitioner and the 
nondermatologic specialists, especially allergists, dentists, internists, pediatricians, 
ophthalmologists, and medical students.” 

“Emphasis is placed on the diagnosis and management of the more common dis- 
eases, and rare affections are only briefly noted. A new book offers the opportunity 
to eliminate antiquated methods of treatment and to concentrate on current therapy.” 


We noted ‘that general practitioners and non-dermatologic specialists, especially 
allergists, come first to mind, and medical students last. Following a discussion 


of the anatomy of the skin and primary lesions, Burckhardt discusses, in succession, - 
infections, inflammatory, and allergic disorders, then those caused by chemical and — 
physical agents. Chapters on hereditary diseases of the skin, metabolic disturbances, : 
and disturbances of circulation follow. Diseases of the appendages of the skin and - ne 
of the lip and mucous membranes of the mouth and genitalia are given consideration. a 7 
The discussion of the techniques of some tests used in dermatology, including Burck- Oo 
hardt’s own test for alkali neutralization and alkali resistance and the Thrombocyte ai : 
test, are discussed. Diminished alkali resistance or more subtle, slight alkali damage, : 7 7 
may manifest itself in the form of dermatitis, peronichia and eczemas from other 7 
alkaline agents. 
According to Burckhardt : 
“Ingestion or injection of the allergen causes a thrombocytopenia in allergic pur- = 
pura, in several drug eruptions and in other allergic diseases. Counting the throm- 
bocytes thirty. sixty and ninety minutes after the ingestion or injection of the 
allergen may be used as a technique for discovering the allergen (Koller, Storck, 
Hoigné). Reduction of the thrombocytes to the extent of more than 30 per cent er 
indicates an etiologic connection. The thrombocytes may be counted after the method ivi 
of Fonio or with a phase microscope.” 


It is not likely that this test will be used frequently. 


An occasional proofing error in spelling (as “rayweed” for “ragweed”) can be ~ 5 
found. The illustrations, both black and white and in color, are superb. For the 4° 
future edition, European trade names for drugs used should be identified by their a 
generic names. These are minor faults and do not of themselves markedly detract es 
from the value of what is a remarkable atlas, well-printed and illustrated. a ie 

| 

Siemens is paraphrased as saying to students and physicians: a 


“Use for healing what experience has shown to be effective, but only that. Do 
not choose medications for reasons of tradition or pharmacological expectations 
that the method should be good, but because you know it is good. Carefully weigh 
effect against toxicity. Throw out ‘ruthlessly’ what is honored only by time and not 
by merit. Be suspicious of complicated prescriptions, no matter how famous. _Learn 
how to master a small, though sufficient, armamentarium and stick to it, instead 
of becoming a therapeutic butterfly that sips from one blossom today and tomorrow 
from another, never really familiar with anything.” 
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. Wiener, who translated this edition, says: 
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“The chapter on the application of therapeutic agents is based leila on Siemens’ 
own clinical experiments. He is a man who is perfectly willing to spend much of 
his time and his great energy on the unglamorous work of investigating, evaluating, 
and often ‘debunking’ famous recipes which have been handed down to us. He 
teaches that the student should not memorize ready-made prescriptions but, instead, 
learn the strengths of the agents so that he can prescribe them as the case requires. Of 
course, not too much of our so-called heritage survives this strict treatment but what 
passes is better founded, simpler, and often better to work with than the weighty com- 
binations of old. The therapeutic part of the book is written in a spirit of scientific 
curiosity which changes everyday treatment from a monotonous routine to an interest- 
ing experiment. But Siemens, though sometimes tending to lean over backward in or- 
der to demonstrate this point to the beginner, is also a man of practical experience. 
Even the most experienced dermatologist will pick up sound advice on many pages, 
and he will enjoy the graphic descriptions and pictures. The best point, however, 
which the medical student can learn from the book is the spirit of intellectual 
discipline and honesty in which it is written.” 


This book is unusual in its approach, in that 200 pages are given to the subject 
of general diagnosis. The color of lesions, the lesions themselves, and their extent, 
shape and distribution, the hair and nails, systemic symptoms, subjective symptoms 
and the history, and auxiliary diagnostic techniques are given. 

A separate introduction precedes the general principles of therapy. This section 
is devoted to the vehicles, medications in the stricter sense (active ingredients), the 
administration of treatment, physical therapy, minor surgery in skin diseases, and 
systemic treatment of skin diseases. The last chapter, on therapy and experience, 
is as good a discussion of the semantics of treatment as will anywhere be found. 
He concludes it by saying: 


“Thus the dermatologist must relentlessly do the utmost to enlist the full co- 
operation of the patient. In so doing, he will also succeed in clearing up even stub- 
born chronic skin diseases and in preventing recurrences and suppressing them at 
the start. These intelligent efforts will finally lead to a status which practically 
amounts to a cure.” 


DOGMA IN SCIENCE 


There is no place for dogma in science. The scientist is free to 
ask any question, doubt any assertion, to seek for any evidence, to 
correct any error. Where science has been used in the past to erect a 
new dogmatism, that dogmatism has found itself incompatible with the 
progress of science ; and in the end, the dogma has yielded, or science 
and freedom have perished together—J. RoBertT OPPENHEIMER. 
(Address to the Winners of the Annual Westinghouse Science Tal- 
ent Search, Washington, D. C., 1950.) 


Dependable Clean Dry Pollens __ 
and Powdered Allergens 


POLLENS-DRIED or DRIED AND DEFATTED 
More than 200 species—Correctly named 
POWDERED ALLERGENS—DRIED AND DEFATTED 


More than 450 items—Including Epidermals—Foods—Dusts—Insects— 
Molds—Miscellaneous 


m Reasonable Prices Write for Price Lists 
G6. BLATT & COMPANY 
10930 E. 25th Street, Independence, Mo. . 
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